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REPORT OF CLINICAL AND PHARMACOLOGICAL STUDIES OF NICOZOL 
WITH RESERPINE 
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W. G. MOREHOUSE, M.D.t 


Bowman Gray School of Medicine of Wake Forest College, Winston-Salem, N.C.; and South 
Carolina State Hospital, Columbia, S.C. 


The clinical and pharmacological studies reported in this paper demonstrate 
that a combination of three drugs (pentylenetetrazol, niacin and reserpine)! 
provides a safe and highly effective treatment for senile psychoses. 

The management of senile psychoses is perhaps the most important problem 
in geriatric practice. More than one-third of all persons first admitted to public 
mental hospitals in the United States are over 65 years of age (1). The 1950 
federal census showed that 8.1 per cent of the total population were 65 years of 
age or older and that 3.14 per cent of this group were institutionalized (2). 

With the progressively lengthening span of life, admissions of elderly persons 
to institutions are rapidly increasing. The Veterans Administration reports that 
the number of persons requiring an indefinite period of hospitalization is steadily 
rising (3). 

A survey of 10,289 patients over 60 years of age at three Connecticut state 
mental hospitals showed that all but 6.5 per cent had dangerous or antisocial 
behavior which required their continued hospitalization (4). 

All of these statistics emphasize the importance of treating senile psychoses in 
the early stage of the disease so as to avoid the painful necessity of committing 
these elderly persons to drab institutions for the remainder of their lifetimes. 
To this end we have found a combination of pentylenetetrazol (cerebral an- 
aleptic), niacin (vasodilator) and reserpine (tranquilizer) highly efficacious in the 
great majority of cases. 


* Assistant Professor, Department of Psychiatry and Neurology, Bowman Gray School 
of Medicine of Wake Forest College, Winston-Salem, North Carolina. 

t St. Petersburg, Florida. 

t Senior Assistant Physician, South Carolina State Hospital, Columbia, South Carolina. 

! The medication used was Nicozol with Reserpine, supplied by Drug Specialties, Inc., 
of Winston-Salem, N.C. Each tablet contains pentylenetetrazol 100 mg., niacin 50 mg. and 
reserpine 0.25 mg. 
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In a series of 75 patients with senile psychosis, improvement occurred in 65 
(87 per cent) during this combined medication. The only side-effect was transi- 
tory flushing of the skin (2 cases). 


PENTYLENETETRAZOL—CEREBRAL ANALEPTIC 


Pentylenetetrazol is a central nervous system stimulant which has been used 
widely and successfully in the treatment of psychoses, notably by intravenous 
administration in schizophrenia. It is relatively non-toxic. Intravenously, 200 
mg. may be given to human beings without danger and the minimum lethal dose 
is as high as 10 Gm. orally (5). 

Chesrow, Giacobe and Wosika (6) gave pentylenetetrazol orally in 32 cases of 
senility with advanced arteriosclerosis and mental symptoms. This treatment 
reduced fatigue and mental confusion and proved of definite value in geriatric 
practice. 

In Fong’s (7) experience, 48 per cent of disturbed, almost psychotic patients 
treated with oral pentylenetetrazol showed definite improvement and became 
more amenable to ward discipline. 

Suter (8) administered pentylenetetrazol orally to 15 institutionalized men 
ranging in age from 67 to 83. They all had marked senile mental disturbances 
including disorientation, confusion, restlessness, untidiness and quarrelsome 
behavior. Twelve of the 15 patients (80 per cent) were definitely improved after 
four to five weeks. Suter observed that pentylenetetrazol reduced the nursing 
difficulties inherent in the care of senile patients. 

Aschenbach (9) found pentylenetetrazol of value in certain cases of disturbed 
cerebral circulation in elderly patients with symptoms of loss of memory, con- 
fusion, nervousness, suicidal tendencies, insomnia, fear of loss of mind, and 
spatial disorientation. 


PENTYLENETETRAZOL PLUS NIACIN (NICOZOL) 


Niacin is a powerful peripheral vasodilator, but whether or not the cerebral 
arteries are affected has not been established. Regardless of its mode of action, 
niacin appears to benefit the mentality of elderly patients (10). 

Levy (1) used pentylenetetrazol plus niacin in the treatment of 30 male pa- 
tients (average age, 74) in a state mental hospital. Their symptoms included 
marked memory defect, confusion and deterioration, and mild behavior dis- 
orders, but without overt symptoms of serious emotional and psychiatric dis- 
turbances. Levy concluded that “The combination of pentylenetetrazol (an 
analeptic) and nicotinic acid (a vasodilator) is of value in the treatment of aged 
patients hospitalized in an institution for the mentally ill. It is particularly help- 
ful for those with only mild memory defects, confusion, and deterioration in the 
absence of more serious emotional and psychiatric disturbances. It seems es- 
pecially helpful in combating symptoms of abnormal behavior, and those are the 
symptoms that are most objectionable to the family members and relatives. . . . 
This combination has proved safe and simple as well as practical and inexpensive, 
and thus can be used without hesitation on an ambulatory basis. With its use it 
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should be possible to ease the burden of caring for the mildly confused and mildly 
deteriorated aged patients in public and private psychiatric institutions.”’ 

Thompson and Proctor (11) reported a series of 60 elderly patients (average 
age, 72) with psychiatric symptoms associated with cerebral arteriosclerosis, 
whom they treated with Nicozol. The symptoms included confusion, memory 
loss, aggressiveness, hostility and disorientation. Gratifying improvement oc- 
curred in 46 of the cases (77 per cent). 

In a later article, Thompson and Proctor (12) reported 2 cases of behavioral 
disturbances due to organic brain damage associated with the aging process. 
Both patients showed considerable improvement but not to the same extent as 
was observed in cases with only mild memory defects and confusion. 


RESERPINE—TRANQUILIZING SEDATIVE 


Under the heading of psychiatric sedation, Sollmann (13) in 1957 stated that 
“reserpine is used as a tranquilizing sedative in chronic anxiety and tension 
psychoneuroses.” 

Goodman and Gilman (14) summarize the psychiatric uses of reserpine 
(Rauwolfia) as follows: “Preliminary clinical evaluation of the potential psychi- 
atric uses of Rauwolfia has been encouraging. Patients who are anxious, tense, 
and hyperactive may experience a feeling of well-being, and become more 
sociable, less concerned about their difficulties, and more cooperative and ame- 
nable to psychotherapy.” 

Although the principal psychiatric use of reserpine has been in the treatment 
of schizophrenia, Noce, Williams and Rapaport (15) also observed benefit in 
other conditions including chronic involvement of the brain with circulatory 
disturbance, cerebral arteriosclerosis and psychotic reaction. 

In discussing a combination of reserpine as a tranquilizer with a psycho- 
analeptic (mental awakener), Ferguson (16) said that such a compound will 
control most abnormal behavior manifestations in elderly patients. 


PHARMACOLOGICAL STUDIES 


Pentylenetetrazol is a convulsant when administered intravenously, as in the 
induction of shock for schizophrenia, but this effect has not been observed with 
oral use. Nevertheless, in view of the known “facilitation” action of reserpine on 
the nervous system, a pharmacological study was conducted to determine the 
safety of Nicozol with Reserpine with reference to possible induction of con- 
vulsions. 

Chen and Bohner (17) found that reserpine had a suppressive effect on pentyl- 
enetetrazol-induced clonic seizures in mice but was capable of facilitating the 
maximal tonic-extensor seizure of a mouse following stimulation by pentylene- 
tetrazol. 

An investigation (unpublished) was conducted by Conrad and Little (18) in 
1957 to determine the effect of reserpine on the convulsant properties of penty!- 
enetetrazol. The experiments were designed to study the influence of oral pre- 
medication with reserpine, alone or in combination with pentylenetetrazol and 
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niacin, on the convulsant seizures induced subsequently by the oral administra- 
tion of pentylenetetrazol. 

A mixture containing reserpine (0.5 mg. per Kg.) had no significant influence 
on the subsequently induced pentylenetetrazol convulsions. It was established 
that prolonged premedication with reserpine in a dosage twice that reported for 
optimal activity did not lead to potentiation of orally induced pentylenetetrazol 
seizures in mice. 

Clinically, no instance of convulsions caused by treatment with Nicozol with 
Reserpine has been observed. It is generally known that orally administered 
penetylenetetrazol can induce convulsions only in massive dosage. 


CLINICAL INVESTIGATION 


In 1957 Proctor (10) submitted a preliminary report of the results of treatment 
with Nicozol with Reserpine in 20 cases of senility associated with psychiatric 
symptoms. Sixteen of these patients (80 per cent) showed improvement. There 
was a reduction of agitation and restlessness in most cases, so that the patients 
could be managed at home with a minimum of nursing care. All 16 patients were 
followed for a minimum period of six months, some for as long as twelve to 
fifteen months, and they all maintained their improvement. 

We can now report 55 additional cases of senile psychoses which have been 
treated by administration of Nicozol with Reserpine. The age of the patients 
ranged from 60 to 91 years (average, 72). All of the patients had cerebral arterio- 
sclerosis, 2 were also schizophrenic, and in 1 the diagnosis was cortical atrophy. 
The duration of therapy ranged from one to twelve months (average, seven 
months). 

The clinical results were as follows: 

Moderate to definite improvement 43 cases (78 per cent) 
Slight improvement 6 cases (11 per cent) 
No improvement 6 cases (11 per cent) 
Convulsions none 

Flushing of the skin 2 cases (4 per cent) 
Other side-effects none 

Symptoms of drowsiness, sluggishness and nasal stuffiness, which are common 
side-effects of reserpine, were absent following administration of Nicozol with 
Reserpine. The analeptic effect of pentylenetetrazol apparently counteracted 
some of the side-reactions of reserpine and at the same time did not interfere 
with its essential tranquilizing action. 

By combining the previous series of 20 cases with the 55 cases included in the 
present report, we have records of 75 cases of senile psychoses treated by means 
of Nicozol with Reserpine. Sixty-five of these patients (87 per cent) showed im- 
provement. 


CASE REPORTS 


Case 1. R. W., a single, 75-year-old woman, had a history of mental confusion and con- 
fabulation. She had shown progressive impairment of memory, agitation and restlessness. 
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Ophtha!moscopic examination disclosed tortuosity of the vessels of the fundi. Her blood 
pressure was 190 mm. Hg systolic, and 110 mm. diastolic. Psychological examination yielded 
evidence of organic brain impairment. She was disoriented as to time. At night she would 
ramble around the house and yard. 

She received Nicozol with Reserpine in a dosage of 4 tablets daily. After two weeks of 
treatment she was discharged from the hospital as improved, but the medication was con- 
tinued. 

A follow-up report after six months showed that her memory had improved, she had 
gained 17 pounds in weight, and she slept better. The mental confusion was less severe 
and she was able to do her housework. No untoward effects were observed. 

Case 2. E. T., a 67-year-old widow, was admitted to the hospital with a history of over- 
indulgence in alcohol, depression, agitation and disturbance of memory. She worried unduly 
over minute details, had ideas of self-depreciation, and was concerned over her finances 
even though her husband had left a substantial estate. Physical examination revealed 
evidence of generalized arteriosclerosis and arteriosclerotic heart disease. Mental examina- 
tion showed rambling and circumstantiality, poor recent memory (although remote memory 
was intact), and loss of interest and pride in her personal appearance. Psychological exam- 
nation showed signs of organic impairment. 

Nicozol with Reserpine was started in a dosage of 3 tablets daily. After two weeks of 
treatment she was discharged from the hospital as improved. Her mood was more cheerful, 
conversation showed less circumstantiality and flight of ideas, and she took an interest in 
her personal appearance and surroundings. The medication was continued. 

A follow-up after three months showed progressive improvement. There were no side- 
effects. 


SUMMARY 


1. In a series of 75 cases of senile psychoses treated by oral administration of 
Nicozol with Reserpine, 65 (87 per cent) showed improvement. 

2. Nicozol with Reserpine combined the analeptic and vasodilator actions of 
Nicozol (pentylenetetrazol plus niacin) with the tranquilizing effect of reserpine. 

3. During this form of therapy there was relief of agitation and restlessness, 
and improvement in memory, behavior, sociability, appearance and_ tidiness. 
Symptoms of confusion, aggressiveness, hostility and disorientation also were re- 
lieved. 

4. No convulsions occurred in any case. There was transitory flushing of the 
skin in 2 cases (4 per cent). No other side-effects were observed. 

5. With the use of this medication, many patients who otherwise would have 
required institutional care were managed at home with a minimum of nursing 
attention. 

6. This combination of pentylenetetrazol, niacin and reserpine should be pre- 
scribed in the early stages of senile psychoses as a means of avoiding later com- 
mitment to nursing homes or state hospitals. 
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EFFECTS OF ORAL SEX HORMONES AND RESERPINE IN 
ELDERLY MEN 


RAYMOND HARRIS, M.D.* 
The Ann Lee Home and St. Peter’s Hospital, Albany, N.Y. 


Sex hormones control important metabolic functions and regulate secondary 
sex characteristics. With aging, the decline of gonadal activity in both sexes 
results in deficiencies of androgen and estrogen which normally play a vital role 
in the growth, development and maintenance of genital organs and many other 
body tissues. Attempts to modify the apparently inevitable changes of senescence 
have led to numerous studies in which hormonal replacement therapy has been 
used in an effort to retard the aging process physiologically. Careful investiga- 
tions by Kountz (1), Masters (2), and others have demonstrated that the 
administration of combined estrogen and androgen can result not only in sympto- 
matic improvement in the well-being of senior citizens but also in revasculariza- 
tion of tissue. Nevertheless, the value of sex hormone therapy in the aging post- 
climacteric individual has not yet been satisfactorily appraised, and opponents of 
this form of treatment can marshal considerable contrary evidence. 

After reviewing previous studies we could not help questioning whether the 
results in the male justify its use, especially since most of the studies were with 
women in whom the results are easier to assess. 

In this study we sought to determine whether oral sex hormones would im- 
prove the well-being of the geriatric male; and if so, whether the employed com- 
bination of hormones was given in suitable dosage. The problem of dosage is 
important since, as Masters (3) points out, ““The most serious roadblock to suc- 
cessful long-term steroid replacement is the problem of conversion of the well- 
defined intramuscular dosage into a correct orally absorbed ratio.”’ We also 
decided to study the effect of adding reserpine therapy to the combined sex 
hormone regimen, because our previous work showed that reserpine can be of 
benefit to the elderly patient (4, 5). 


METHODS 


Forty fairly well-matched male residents of the Ann Lee Home were selected. 
Their ages ranged from 59 to 87 years. All were ambulatory. Twenty-three of the 
40 patients had known heart failure or other cardiac disease. Many had arthritis, 
pulmonary disease and other chronic conditions frequently found in the aged. 
All medications given prior to the study were continued unchanged. A complete 
physical examination, x-ray examination of the chest, spine and femur (for de- 
tection of abnormal bone conditions or osteoporosis), a complete blood count, 
urinalysis, a twelve-lead electrocardiogram and determination of the serum 
cholesterol level were performed: 1) three weeks after the start of the study, 2) 
during placebo therapy, 3) four to six weeks after test medications were started, 
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and 4) at the end of the study. Serum protein levels were determined by chemical 
and paper electrophoretic methods.' Psychologic tests’, including the Albany 
Behavioral Rating Scale (6) and a modified Fergus Falls Rating Scale, were per- 
formed on each patient at these times. These results will be reported later. 

All patients received a placebo initially. After three weeks of placebo therapy, 
they were divided at random into 8 groups and then, arbitrarily according to 
their grouping, were given Linguets*® from bottles labelled A, A», B, Bs, C, C2, D 
or D,. All Linguets were identical in appearance and taste. Originally they were 
to be administered sublingually, but in order to assure complete ingestion in all 
patients, the oral route was finally chosen. Two Linguets were given daily, 
Monday through Friday. All patients received the same number of tablets from 
the same person. 

Sach group received the same medication until the completion of the study. 
The shortest period of observation was seven months, and the longest nine 
months. Neither the investigator nor the nurse giving the medication knew the 
contents of the Linguets. As a further check, the author did not know which 
Linguets each patient received until each patient’s data had been completely 
evaluated and tabulated at the end of the study. 

When the code was broken, it was learned that 4 patients (Group C) con- 
tinued to receive placebo tablets, 5 (Group B) received reserpine and placebo 
tablets, 19 (Groups Be, C2, D, and D.) received Femandren tablets, and 12 
(Groups A and A») received Femandren and reserpine tablets. The average age of 
the patients in each group was 74 years, except for those in the placebo group 
whose average age was 77. The only other apparent initial difference was that 
Group C (placebo) and Group B (reserpine and placebo) patients had fewer 
cardiac problems. 


RESULTS 
General clinical condition 


As judged by strength, vigor, vitality, general well-being and activity, an 
obvious overall improvement in clinical condition occurred in most patients. 
There was improvement in 75 per cent of the reserpine-Femandren-group, in 72 
per cent of the Femandren group, in 60 per cent of the reserpine-placebo group, 
and in 25 per cent of the placebo group. Since only 4 patients were receiving 
placebo, the improvement rating of 25 per cent is probably high (Tables 1, 2, 3 
and 4). 


! Analyses performed by Philip Luther, M.D., Bender Laboratory, Albany, N.Y. 
2 Devised by Leo Shatin, Ph.D., Chief Psychologist, V. A. Hospital, Albany, N. Y. 
Supplied through the courtesy of Ciba Pharmaceutical Products, Inc. 
A, Ay = 0.02 mg. of ethinyl estradiol combined with 5 mg. of methyltestosterone (Fe- 
mandren), plus 0.2 mg. of reserpine (Serpasil). 
B = 0.2 mg. of reserpine (Serpasil) plus placebo. 
C = Placebo. 
Bz, C2, D, Dz = 0.02 mg. of ethinyl estradiol combined with 5 mg. of methyltestosterone 
(Femandren). 
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Weight 

Appetite and weight gain (5 pounds or more) were definitely better in the 
reserpine-Femandren patients than in the Femandren patients (Tables 1 and 
2) and much better in both groups than in the placebo group. Anything less than 


TABLE 1 
Reserpine and Femandren (Groups A and Az) 


No. of patients—12. Av. age—74 yrs. (range, 65-85) 
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Femandren (Groups B.*, C2, D and D2) 


No. of patients—18. Av. age—74 yrs. (range, 62-87) 
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* One patient died from pneumonia before the final evaluation and is not included in 
the results. His appetite, weight and hemoglobin level had undergone significant improve- 
ment. 
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TABLE 3 
Reserpine and Placebo (Group B) 
No. of patients—5. Av. age—74 yrs. (range, 59-85) 


- jae | 
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> ec ar S , > | 
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| If Present 
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TABLE 4 
Placebo (Group C) 


No. of patients—4. Av. age—77 yrs. (range, 69-87) 
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a 5-pound weight change was considered to be no change. After the medications 
were stopped, the weight was followed for several months in some patients. Eight 
of 10 patients who had been receiving reserpine-Femandren lost weight; only ! 
continued to gain weight. Six of 14 patients taking Femandren lost weight; in 
8 there was no change. No patient in the reserpine-placebo group, and 1 patient 
in the placebo group lost weight following cessation of therapy. 





April 1958 SEX HORMONES AND RESERPINE IN ELDERLY MEN 


Laboralory findings 


The increase in hemoglobin (1 gram per 100 ml. or more) in the reserpine- 
Femandren and Femandren groups was the only notable laboratory change. 
No supplementary hematinic drug was given at any time. Total cholesterol 
(Bloor method) levels varied too greatly to have any meaning. 


Cardiovascular system 


Since sex hormones and especially androgens possess electrolyte and water- 
retaining properties, they should be administered cautiously to cardiac patients. 
We were particularly interested in the effects of these medications on the cardio- 
vascular status of the men in our series. 

Seven of the 12 patients in the reserpine-Femandren group had heart disease. 
Four of the 7 had previously had congestive heart failure. No patient in this 
group showed cardiac deterioration or congestive heart failure during therapy. 
An 80-year-old man with arteriosclerotic cardiovascular disease and auricular 
fibrillation had edema of his legs during the control period. After treatment he 
felt stronger, ate better and became more active, and the peripheral edema dis- 
appeared. A second patient with arteriosclerotic heart disease, a greatly enlarged 
heart and pulmonary emphysema felt much better during therapy and showed no 
evidence of failure. Two months after the Linguets were discontinued, his ap- 
petite waned and he became weaker. During the hormonal period his weight rose 
from 130 to 13314 pounds. Two months after the hormones were stopped, his 
weight had dropped to 12114 pounds. A third patient in this group, an 83-year- 
old man who had previously had heart failure, improved remarkably. In the 
control period he weighed 12114 pounds. During the year of treatment with 
reserpine-Femandren he gained 10 pounds, displayed increased energy and 
vitality, and worked more. He actually looked younger than he had at the 
beginning of treatment. His hemoglobin level rose from 13 grams to 14.4 grams 
per 100 ml. The weight gain initiated by hormones and reserpine continued, so 
that he weighed 143 pounds five months after the end of drug therapy. In this 
group, there was | patient in whom an acute cardiac posterior-wall infarction 
developed five months after beginning therapy; recovery was uneventful and 
complete. 

Twelve of 19 patients receiving Femandren had heart disease. Five of the 12 
had congestive heart failure during the control period and required digitalis, 
diuretics and other cardiovascular medications. Only 1 of these 5 patients, a 
64-year-old man with chronic congestive heart failure, became worse during 
Femandren therapy; he improved only slightly after it was discontinued. In a 
75-year-old man, right and left heart failure and edema developed two months 
after Femandren was started. During the following eight months the heart 
failure improved while he was taking Femandren. An 87-year-old man had a 
slight increase in edema of the legs during Femandren therapy but otherwise 
experienced definite improvement in vitality and vigor. Moderate prostatic 
hypertrophy developed. The resultant interference with urinary flow may have 
contributed to the edema of the legs by increasing salt retention. In an 82-year- 
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old patient, the electrocardiographic pattern became normal during therapy, 
whereas it had indicated left heart strain initially. 

Two of the 9 patients in the reserpine-placebo group had previously had heart 
disease—in 1 it was heart failure. In no person in this group did heart failure 
develop during the study. 

In all groups no significant changes in blood pressure or pulse were observed. 

With the doses used, combined hormonal therapy caused no significant de- 
terioration of the cardiovascular system. On the contrary, the improved mental 
and physical well-being of the patient as reflected by better nutritional status and 
higher serum protein and hemoglobin levels, indirectly improved the condition 
of the heart. Patients performed their duties with less physical strain and effort, 
An improved cardiovascular status was indicated by their improved ability to 
walk and work. There was no evidence of a direct specific effect on the myo- 
vardium, Significant edema or increased salt retention was no serious problem. 


Osteoporosis 


Since changes in bone density are difficult to interpret, the radiologist* read 
the x-ray films rather conservatively. He compared the three sets of films without 
knowing the nature of the study or the medications received. Nevertheless, in 
3 of 7 patients with osteoporosis in the reserpine-Femandren group and in 1 of 
14 in the Femandren group, there was a decrease in osteoporosis during therapy. 
[In 1 of 3 men with osteoporosis in the reserpine-placebo group, there was slight 
improvement. In none of 3 patients with osteoporosis in the placebo group was 
there a decrease in the amount during therapy. 

DISCUSSION 

In evaluating these results, we recognize that we cannot ‘‘make a silk purse out 
of a sow’s ear.””? We cannot expect any medication to reverse completely in all 
instances the long continued malfunctioning of tissues and organs which chronic 
disease has frequently damaged irreversibly. The patient cannot be put into any 
better physical or functional shape than his aging cardiovascular system will 
allow, despite the stimulating action of the sex hormones on the anabolism of 
protein and osseous tissue. It is to be expected that some patients will respond, 
whereas others will continue to deteriorate because of factors unassociated with 
the decline in gonadal activity and decreased sex hormones. 


Overall results 


The difference in well-being between the Femandren and the reserpine 
Femandren groups was negligible. However, when the effect on weight and ap- 
petite is also considered, the reserpine-Femandren group received more benefit: 
Masters (3) noted that ‘‘roughly 75 per cent of the individuals involved have 
shown significant improvement in either clinical or mental well-being or both.” 
Our results are similar, and indicate that oral administration of combined sex 


‘We are indebted to Dr. Donald Baxter, Radiologist, Albany Hospital, for the roent- 
genologic comparisons. 
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hormones can be as effective as parenteral administration. That the 25 per cent 
improvement listed for the small placebo group is too high is indicated by the 
observation that when all 40 patients were receiving placebo therapy, little 
improvement in weight, strength or well-being occurred. Furthermore, the fact 
that some patients in the Femandren and reserpine-Femandren groups volun- 
tarily requested reinstitution of the medication after the study was ended 
indicates they believed it to be beneficial. No patient in the reserpine and placebo 
groups made this request. 


Weight gain 


Weight gain is a well known side-effect of reserpine, which probably accounts 
for the greater improvement in appetite and weight in the reserpine-Femandren 
patients. The rapid weight loss, both in this group and in the Femandren group, 
within two months following cessation of therapy indicates that these drugs 
accounted for the gain in weight and its maintenance. The anabolic properties of 
the sex steroids are important in the maintenance of body weight. That the 
weight gain was not simply water logging is indicated by the fact that (with rare 
exceptions) no edema developed in these patients. 


Osteoporosis 


The amount of improvement in osteoporosis noted by x-ray examination was 
significant. In such a comparatively short period of time, x-ray changes cannot 
be expected to be dramatic. Weinberg (7) feels that ‘““The x-ray picture is not 
a useful criterion, as it may be years, if ever, before such improvement is evident.” 


Prostatic size and gynecomastia 


As far as the effects on the prostate and the breast were concerned, the patients 
could be divided into three categories: 1) those in whom gynecomastia developed, 
2) those in whom the prostate increased in size, and 3) those unaffected by 
therapy. From these data it might be inferred that the patients in the first 
category received too much estrogen and the patients in the second category 
did not receive enough. However, since methyltestosterone alone has produced 
gynecomastia (8), such an interpretation is open to question. 


Dosage 


The change from parenteral hormonal therapy to the more practical and 
desirable oral medication was a problem. 

The patients treated with hormones received 2 Femandren Linguets orally 
five days weekly. Thus the weekly dose of ethinyl estradiol was 0.2 mg. and that 
of methyltestosterone was 50 mg. Since the percentage of improvement in 
patients receiving this amount was similar to that in patients receiving par- 
enteral therapy, it would seem that Femandren is a satisfactory oral equivalent. 
However, since this study concerned only males, it cannot be concluded that this 
dosage is necessarily the answer for all older patients. Because oral or even sub- 
lingual absorption is unlikely to be exactly the same in all persons, additional 
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amounts of estrogen or androgen may be indicated. This fact is further demon- 
strated by the fact that ina few patients the prostate increased in size, whereas in 
others slight gynecomastia developed. In no instance were these changes severe 
enough to require discontinuation of medication. 

Clinically there was no evidence of prostatic carcinoma in any of the patients 
receiving hormones. Provided a proper pretreatment examination and adequate 
follow-up of the patient are performed, there seems to be little likelihood of the 
precipitation of cancer by the use of hormones. Since the death rate from cancer 
of the breast and genital organs is no greater now (1950) than it was before 
crystalline estrin was discovered and used (1929), it would appear that the fear of 
cancer from its use is greatly exaggerated (9). Lesser ef al. (10) conducted a 
careful gross and microscopic study on 100 patients and concluded that “‘. . . there 
was no evidence that testosterone propionate in the dosage used had initiated 
‘arcinoma or activated latent carcinoma of the prostate gland.” 


Reserpine 


Our previous study (5) showed that the tranquilizing properties of reserpine 
were very valuable in helping some elderly patients to become adapted. We 
reached similar conclusions in the present study. We feel, however, that reserpine 
administration should be on an individual basis. 


SUMMARY AND CONCLUSIONS 


1. The results are reported of a double blind study concerning the effects of 
an orally administered androgen-estrogen combination (Femandren) with or 
without reserpine in a group of 40 elderly male residents of the Ann Lee Home. 

2. Seventy-two per cent of the men receiving Femandren improved in strength 
and well-being. Seventy-five per cent of the men receiving reserpine-Femandren 
improved similarly. The addition of reserpine enhanced the weight gain but did 
not materially add to the general well-being. 

3. The percentage of improvement in this study (75 per cent) is the same as 
that reported in studies in which the hormones were given parenterally. Ap- 
parently, oral administration of hormones can be as satisfactory as parenteral 
administration. 

4. For the majority of patients the dosage employed was satisfactory. In a 
few there was some increase in the size of the prostate, and in a few others slight 
gynecomastia developed. 

5. There was x-ray evidence of a decrease in osteoporosis in a small number of 
patients receiving combined sex hormones. 

6. Combination androgen and estrogen replacement therapy by the oral route 
will improve the general well-being and weight in a significant proportion of 
elderly patients. The addition of reserpine may augment the gain in weight. 
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TREATMENT OF ASCITIC ATROPHIC CIRRHOSIS OF THE LIVER 
WITH HIGH DOSAGES OF TESTOSTERONE PROPIONATE 


PROFESSOR MARIO GIROLAMI* 


The Post-Graduate School of Gastroenterology, University of Rome, Rome, Italy 


Several years ago I suggested, and have been employing, a method for the 
treatment of hepatic cirrhosis with high dosages of testosterone propionate 
(1-8). This treatment results in clinical cure in a large percentage of cases. In 
this article I wish to present additional experience, and the details of the method. 


CLINICAL MATERIAL 


My colleagues and I have treated 50 unselected cases of hepatic cirrhosis with 
testosterone propionate. Of the 50 patients, 28 were men and 22 were women. 
Their ages ranged from 33 to 75 years. Ascites was present in all. Some of the 
patients were in an advanced stage of the disease and in poor condition. The 
majority suffered from atrophic (Laennec’s) cirrhosis; in 2, this represented the 
terminal phase of Banti’s disease. Also included were a few cases of Wilson’s 
disease, and some of pigmentary cirrhosis. 


METHOD 


Testosterone propionate was administered intramuscularly in large doses. After testing 
different routes of administration and various dosages for the treatment of hepatic cirrhosis, 
this procedure was found to be the most satisfactory. Perhaps other testosterone derivatives 
may prove to have a similar action. Methyltestosterone was avoided because its use has 
been associated with the appearance of jaundice (9). 

A dose of 100 mg. of testosterone propionate was injected daily for twelve days, and the 
dosage was reduced to 100 mg. every other day for a second twelve-day period. These periods 
of therapy were repeated, as required. 

At first, a rest period was allowed between treatment cycles. Later, it became our practice 
to continue the administration of testosterone propionate until all symptoms had been 
absent for many weeks, because recurrence generally took place during rest periods. We 
are now trying to determine whether still larger dosages of testosterone propionate will 
yield even better results. 

At the beginning of treatment with testosterone propionate, diuresis frequently dimin- 
ishes while edema accumulates. The injections need not be stopped. Administration of a 
mercurial controls these effects, provided no renal lesions are present. Renal lesions con- 
traindicate use of the diuretic, but not of the hormone; in fact, these lesions may regress or 
disappear during the administration of testosterone. 

Testosterone propionate was well tolerated by our patients and caused no important 
side-actions. Following prolonged administration, some engorgement of the breasts ac- 
companied by slight pain occurred occasionally. When this effect became annoying, testo- 
sterone was discontinued for a few days. We have treated many women with testosterone 
without encountering notable side-effects, except for the abolition of menses in a few. 





* Director. 
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However, we advise one or two injections of follicle-stimulating hormone over a 28-day 
period, even in postmenopausal patients, in order to avoid such side-actions. 

Other therapy was employed as required. For instance, cardiovascular disorders were 
appropriately treated. Paracenteses were performed when necessary. We prefer to limit 
the removal of ascitic fluid to that amount which will free the patient of malaise and dyspnea. 
As a deficiency of the vitamin B complex may be induced by testosterone, this vitamin was 
supplied orally or by injection. Vitamin B, was given in doses of 50 to 100 mg. every two 
or three days. If there were definite symptoms of deficiency of vitamin B complex, larger 
doses were administered daily. 

All of our patients received liver extract for fifteen to twenty days, because of its anti- 
toxic effect. Injections of liver were sometimes repeated after an interval of one week. 
Lipotropic substances and amino acids (which are usually employed in the treatment of 
cirrhosis and other diseases of the liver) were also administered, as were cholagogues, 
urinary-tract antiseptics, multivitamins, insulin, and glucose as required. 

Any intercurrent infection was treated promptly, as the cirrhotic patient is more than 
ordinarily susceptible. Moreover, an infection may gravely aggravate the liver disease. 
When signs of infection, such as fever and leukocytosis (because of bronchopneumonia, 
thrombophlebitis or abscesses) appeared, we immediately started treatment with a suitable 
antibiotic, such as Aureomycin, tetracycline, Terramycin, or penicillin. 

Should signs of liver insufficiency appear, it is extremely important to intervene im- 
mediately, as the patient’s life may be in danger. Fortunately, certain drugs introduced 
during recent years are effective in hepatic insufficiency and hepatic coma. These are 
glutamic acid,' and nicotinic-acid amide, which are administered by intravenous infusion 
in isotonic or hypertonic glucose solution. In a few cases of impending hepatic coma, fre- 
quent administration of 100 mg. of nicotinic-acid amide in 20 cc. of 40 per cent glucose 
solution was effective. Even patients in stupor or coma frequently may be saved by the 
prompt administration of these substances. By the use of these drugs, we maintained a 
few patients with severe liver insufficiency long enough for testosterone to effect a cure of 
the disease. 


RESULTS 


Despite the extreme severity of the disease in some of them, during testosterone 
therapy there was a remission with complete disappearance of symptoms in 30 
of the 50 patients. The best results were obtained in those whose symptoms had 
only recently appeared and who had been subjected to paracentesis only a few 
times. Treatment could sometimes be evaluated after a few weeks, but in other 
instances only after several months. It proved necessary to continue the ad- 
ministration of testosterone propionate when its effect appeared to be nil, 
because at times even patients in grave condition ultimately benefited sub- 
stantially. 

We had the opportunity to observe 2 cases of cirrhosis of the liver with pro- 
nounced splenomegaly. Ascitic fluid had appeared some months before, and the 
results of liver function tests indicated severe liver disease. Because of this, a 
splenectomy could not be performed, so we treated the patients with testo- 
sterone propionate. After nearly a year of treatment they had recovered clini- 
cally, and the ascitic fluid and other symptoms of liver disease had disappeared. 


1 It has been demonstrated that sodium glutamate intravenously may prevent the neuro- 
toxic symptoms and coma produced by severe hepatic insufficiency. Glutamic acid removes 
ammonia from the nervous system by forming glutamine which can be metabolized without 
liberating ammonia. 
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TABLE 1 


Behavior of Serum Proteins During Treatment of Cirrhosis with Testosterone Propionat 








Patient: Female (R.M.). Diagnosis: Conc. of Serum Proteins (Gm./100 cc.) ' 
Ascitic Atrophic( Laennec’s) 
Cirrhosis 


Before therapy a 


After 4 mos. of therapy | After 6 mos. of therapy | 








Total Proteins. .... 6.12 6.20 6.34 
Albumin 2.64 (43.2%) 2.60 (42.1%) 3.20 (50.08%) , 
Globulin (total) 3.48 (56.8%) 3.60 (57.9%) 3.14 (49.92%) 
Alpha-1 0.57 (9.3%) 0.26 (4.5%) 0.18 (2.73%) 
Alpha-2 0.40 (6.5%) 0.35 (5.9%) 0.37 (5.55%) ! 
Beta 1.03 (16.7%) 0.77 (12.5%) 0.75 (11.5%) ? 
Other 1.48 (24.3%) 2.22 (35.0%) 1.84 (30.58%) 
A/G Ratio 0.76 0.72 1.01 
Patient Male (M.G.). Diagnosis: 
Ascitic Atrophic (Laennec’s) 
Cirrhosis 
Total Proteins 6.34 8.16 | 
Albumin 2.48 (39.1%) 4.49 (55.1%) | 
Globulin 3.86 (60.9%) 3.66 (44.9%) : 
Alpha-1 0.32 (5.0%) | 0.29 (3.6%) | 
Alpha-2 0.52 (8.2%) | 0.77 (9.5%) | 
Beta 0.88 (14.0%) 0.81 (10.0%) 
Other ser 2.14 (33.7%) 1.79 (21.8%) 
A/G Ratio 0.64 1.23 


TABLE 2 


Lipoprotein Values in Cirrhotic Patients Before and After Treatment with Testosterone 


Propionate ) 
Patient Lipoprotein Values (per cent) ( 
Before treatment After 2 mos. of treatment I 
Sex Age . =. ‘ 
alpha beta alpha beta 
F 68 22.45 77.55 40.0 60.0 I 
M 55 14.5 85.5 38.0 62.0 
F 68 11.53 88.47 65.7 34.3 
F 55 14.7 85.3 24.5 75.5 
M 45 15.8 84.2 66.6 33.4 ( 
I 
The tumor of the spleen persisted, however. As we considered the splenomegaly I 
to be a potential cause of relapse of the hepatic disease, we performed a ligature 
of the splenic artery at its external third. At present, the 2 patients (1 male and 
| female) are in a good state of health after six years and two years of testo- 
sterone therapy, respectively. { 
Patients who improved with testosterone propionate returned to a nearly 
normal state of health and strength, and had a subjective sense of cure. Ascites \ 
¢ 


and edema disappeared, as did any fluid present in other cavities. Compensatory 
collateral venous circulation ceased. Subicterus, if present, vanished. 





April 1958 CIRRHOSIS TREATED WITH TESTOSTERONE 309 


The serum protein level increased, and the albumin-globulin ratio tended to 
return to normal. An example of the behavior of the serum proteins is given in 
Table |. There was a pronounced modification in the alpha- to beta-lipoprotein 
ratio. The trend toward low values for alpha-lipoproteins in patients with 
cirrhosis was reversed. Table 2 shows lipoprotein values in 5 patients before and 
after treatment with testosterone propionate. 

Thorough examination of our patients showed no unfavorable or damaging 
effects. Even when complete recovery could not be obtained, slight temporary 
improvement was achieved. No hemorrhage was observed except that due to a 
duodenal ulcer in 1 case. 

Patients who improved after treatment and are still in good health, have been 
followed for periods up to six years. 

Those who failed to benefit from treatment with testosterone propionate had 
far advanced and severe cirrhosis or concomitant unfavorable conditions, among 
them heart disease and syphilis. Despite treatment simultaneously for syphilis, 
the condition of these patients continued to deteriorate and they ultimately died. 
The coexistence of syphilis did not predispose toward such a course, however, 
because in other patients of the group with both cirrhosis and syphilis all symp- 
toms of cirrhosis disappeared during treatment, as in patients with cirrhosis 
alone. As might be expected, in cirrhotic patients who had a primary carcinoma, 
no satisfactory results were obtained. 


MECHANISM OF ACTION 


It is difficult to assess the mode of action of testosterone propionate in hepatic 
cirrhosis. Our clinical investigation of its effect began following research in 1946 
on the phenomenon of diffusion within the body and the finding that, in some 
cases of enlargement of the liver and spleen, these organs were considerably 
reduced in volume following a few weeks or months of treatment with testo- 
sterone. 

Only a few observations have been made that can help to explain how this 
hormone acts. The following case report? includes autopsy findings: 


Z. L., a 62-year old male with cirrhosis of the liver and syphilitic aortitis was admitted 
to the Clinic for Tropical Diseases on November 9, 1953. He was in poor condition with 
dyspnea, edema, hydrothorax, tense ascites, and venous collateral circulation. 

The laboratory findings were: Takata reaction, 4 plus; Weltmann reaction, 0.04; low 
blood amino-acid curve (Bufano); and low serum protein level with inversion of the al- 
bumin-globulin ratio. 

The patient was treated with 100 mg. of testosterone propionate daily for forty days, 
amino acids, penicillin, glucose solution by intravenous infusion, vitamins, and cardiotonic 
and diuretic substances. At first he was subjected to weekly paracenteses. Later these were 
spaced farther apart, as ascitic fluid accumulated less rapidly. Pleural fluid was spon- 
taneously reabsorbed during the first ten days of treatment; hydrothorax did not reappear. 

This man was discharged May 29, 1954 in fair condition, without edema, ascites, or 
visible superficial venous circulation. He continued treatment at home, with periodic 
observation at the hospital. His improvement continued until his condition reached normal. 





? Previously presented by Servino (10) (Case # 7). 
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. 1. Patient Z. L. Cirrhosis. Connective tissue relaxed. 
. 2. Kupffer’s cells swelling into large cells resembling monocytes (water-enriched). 
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Fie. 3. Patient Z. L. Cirrhosis. Connective tissue relaxed. 
Fic. 4. Edema of the connective tissue. Nuclear debris. 
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Fic. 5. Patient Z. L. Edema of the connective tissue. Nuclei of fibroblasts swelled by 
water. 

Fic. 6. Kupffer’s cells that have lost their characteristic morphology because of edema 
and have assumed an appearance similar to that of large monocytes. 
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Fic. 7. Patient Z. L. Edema of connective tissue, especially that around cells. Fibro- 
cytes transformed into fibroblasts. 
Fic. 8. Edematous connective tissue. Pyknotie nuclear debris. 
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Fic. 9. Patient Z. L. Kupffer’s cells in the liver parenchym 
Fig. 10. Edema of the connective tissue. 


a. 
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He was readmitted February 4, 1956, because of carcinoma of the left lung. The heart 
and liver were enlarged. He had neither ascites nor venous collateral circulation; these 
signs did not appear again. Testosterone propionate was given in a dosage of 100 mg. twice 
weekly from February 25 to April 7, when it had to be discontinued because the pulmonary 
carcinoma had caused the patient’s condition to deteriorate rapidly. He died May 10, 1956. 

At necropsy, the liver showed no gross signs of cirrhosis. Histologically, however, changes 
due to Laennec’s cirrhosis were visible. The connective tissue contained a large number 
of cells and the fibrous parts of the connective bands were somewhat relaxed (Figs. 1-10). 

Within the connective tissue were many fibrocytes, their oval nuclei rich in homogeneous 
chromatin. Also evident were many fibroblasts with round nuclei containing reticular 
chromatin. Other cells resembled fibrocytes, but had compact chromatin-containing vacuoli 
which also were present in the cytoplasm. These forms were interpreted as being cells 
intermediate between fibroblasts and fibrocytes. The fibrous strands of the connective 
tissue appeared relaxed, as if fluid had accumulated between them. Kupffer’s cells in part 
appeared like monocytes. Altogether, it seemed that the cells and ground substance of the 
connective tissue were rich in fluid, and that the fibrocytes, because of accumulated water, 
had assumed the morphology of fibroblasts. 

The liver cells appeared in part infiltrated with fat. The modification of the dense con- 
nective tissue into a looser, more permeable one accounted for the greatly improved circu- 
latory flow through the liver and for the disappearance of venous collateral circulation. 


Histologic sections of the liver of this patient with cirrhosis, who improved 
during treatment with testosterone, showed that clinical recovery was accom- 
panied by changes in the liver that accounted for the disappearance of edema, 
ascites, and hydrothorax as well as the return toward normal of the serum pro- 
tein level and the albumin-globulin ratio. 


CAUSES OF FAILURE IN TREATMENT 


In some of our patients, failure of treatment with testosterone could be 
ascribed to the gravity of the disease and the resulting resistance to all therapy; 
in others, it may have been due to concomitant unfavorable conditions. 

The likelihood of successful therapy is poor when cirrhosis has reached an 
advanced stage. The greatest number of failures occurred in patients in whom 
treatment was started too late, that is, too long after the appearance of signs 
such as ascites. It should be stressed that the symptoms of hepatic cirrhosis 
become manifest slowly and appear when the liver is undergoing, or has under- 
gone, serious impairment. The so-called early stages of cirrhosis, during which 
symptoms are scarce, are in reality advanced stages. Delay in treatment at this 
stage permits the lesions to progress, with the risk of irreparable liver damage. 
Cirrhosis is a progressive disease which eventually becomes irreversible. There- 
fore, early diagnosis and treatment are extremely important. 

Cardiac lesions are frequently associated with cirrhosis of the liver. A careful 
study of the heart was made in 34 of our patients, 11 of whom have since died. 
The 23 who are living have either completely recovered or are in an advanced 
stage of therapy. Ten of the 11 patients who died had severe cardiac disease be- 
fore treatment for cirrhosis was begun. The conditions and numbers of patients 
affected were as follows: bundle branch block, 2; marked disturbance of intra- 
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ventricular conduction, 5; right ventricular hypertrophy with left axis deyj- 
ation, 1; and myocardial infarction, 1. One patient with heart disease had a 
normal electrocardiogram. 

Among other patients in the series who have died, cardiac lesions of lesser 
degree have been found. These observations (which have been stressed _par- 
ticularly by Cifarelli (11) who is publishing his results, and have been noted by 
others) led to the conclusion that heart disease is of extreme importance in the 
prognosis of patients with cirrhosis. The logical conclusion is that the majority 
of cirrhotic patients who die have severe heart disease. 

Having observed the importance of heart disease and how frequently its pres- 
ence coincides with an unfavorable outcome in cirrhosis, we commenced to ex- 
amine each patient for the presence of cardiac lesions in order to study 1) the 
behavior of these lesions with regard to variations in the clinical condition and to 
modifications in the level of serum proteins, and 2) the importance of early 
discovery of heart lesions as a means of avoiding one of the most important causes 
for the failure of testosterone therapy in cirrhosis. 


EXPERIMENTAL INVESTIGATIONS 

Experimental work is in progress to supplement clinical observations on the 
treatment of hepatic cirrhosis with testosterone (Cicchini, Cao-Pinna and De- 
Carlo (12, 13)). 

Rats have been made to inhale increasing doses of carbon tetrachloride up to 
a maximum of 5 cc. for ten minutes daily under a glass bell, for a total of fifteen 
days. They then have been sacrificed. Their livers show degenerative changes 
accompanied by marked proliferation of the connective tissue. Testosterone 
propionate administered to rats so treated diminishes liver degeneration and 
alters and delays the connective tissue reaction (12). 

My colleagues and I have studied the action of testosterone propionate on 
lesions that appear in the liver of the rat following the administration of Handler’s 
diet. These lesions resemble those of cirrhosis in human beings. Handler’s diet 
contains: casein, 10 per cent; sucrose, 59 per cent; cottonseed oil, 10 per cent; 
lard, 15 per cent; cod liver oil, 8.5 per cent; and vitamins (without choline). 
Sixty Wistar-strain homozygous rats, four months old and each weighing 150 
Gm. (mean), received 15 Gm. daily of this diet and water without restriction. 
Each rat also received a daily injection of 0.03 mg. of testosterone propionate. 
After twenty days, the rats were sacrificed by decapitation, and histologic 
sections were made of the livers. Examination of the sections showed that 
Handler’s diet produced early and widespread fatty infiltration of the liver, which 
began at the center of the lobules and spread progressively until there was al- 
most complete destruction of the liver cells. In rats treated for longer periods, 
the diet produced a connective-tissue reaction after eighty to one hundred days. 
As in the preceding experiment, the administration of testosterone propionate 
diminished the fatty infiltration of the liver and delayed the appearance of the 
connective-tissue reaction (Figs. 11-18). 
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Fic. 11. Rat liver after twenty days of treatment with Handler’s diet. Marked fatty 
infiltration of the liver cells. Structure of the liver is still maintained. Hematoxylin-eosin 
(X 200). 

Fic. 12. After twenty days of treatment with Handler’s diet and testosterone propi- 
onate. Fatty infiltration of the liver cells. Hematoxylin-eosin (X 200). 
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Fic. 13. Same preparation of rat liver as in Figure 11, after twenty days of treatment 
with Handler’s diet. Severe fatty infiltration of the liver cells. Structure of the liver is 
still maintained. Hematoxylin-eosin (X 320). 

Fic. 14. Same preparation as in Figure 12, after twenty days of treatment with Handler’s 
diet and testosterone propionate. Fatty infiltration of the liver. Hematoxylin-eosin (X 320). 
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Fig. 15. Rat liver after one hundred days of treatment with Handler’s diet. Almost 
complete destruction of the liver cells. The connective septa and the walls of the vessels 
are thickened. Thromboses can be seen within the vessels. Hematoxylin-eosin (X 200). 

Fic. 16. After one hundred days of treatment with Handler’s diet and testosterone 
propionate. Liver parenchyma almost normal. Only slight degeneration of the liver cells. 
Hematoxylin-eosin (X 200). 





Fic. 17. Same preparation of rat liver as in Figure 15, after one hundred days of treat- 
ment with Handler’s diet. Almost complete destruction of the liver cells. The connective 
septa and the walls of the vessels are thickened. Thromboses can be seen within the vessels. 
Hematoxylin-eosin (X 320). 

Fic. 18. Same preparation as in Figure 16, after one hundred days of treatment with 
Handler’s diet and testosterone propionate. Liver parenchyma almost normal. Slight 
degeneration of the liver cells. Hematoxylin-eosin (X 320). 
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DISCUSSION 


Certain points concerning the beginning and length of treatment of hepatic 
cirrhosis with testosterone propionate and the dosages to be employed should be 
stressed. 

1. It is imperative that testosterone therapy be commenced as early as 
possible, because any delay may preclude the possibility of a satisfactory result. 
The best results are obtained when treatment is begun before the development 
of ascites, Or as soon as it appears. 

2. The dosages of testosterone propionate must be as high as those cited, that 
is, at least 100 mg. per day. Small doses and intermittent therapy are ineffective. 

3. Besides being continuous, treatment should be prolonged, even if the 
patient shows no sign of improvement, because improvement may occur only 
after several months of administration of testosterone. In some of the patients 
in this series, clinical cure was attained after they had passed through periods 
of extreme gravity and had even survived hepatic coma. 

4. Administration of testosterone should not be discontinued when the 
patient has improved, but continued for several months after the clinical cure of 
cirrhosis is attained. The disease may recur if the hormone is discontinued 
sooner. When the signs of cirrhosis have disappeared, one or two injections 
weekly are advisable. 

5. The patient should remain in bed, particularly when disease of the cardio- 
vascular system is present. 

6. Appropriate treatment should be given concomitantly for cardiovascular 
disease. 

The signs of the disease disappear slowly under treatment. In 1 patient, 
subicterus regressed only after testosterone had been given for a year, and after 
the patient had been convinced that he was cured. 

No attempt had been made to discuss the pertinent literature. References are 
cited in the bibliography to the work of my collaborators, Angeloni (14), Puoti 
(15, 16), and Vassalo (17), and to the investigations of Lippi (18), Lippi and 
Sebastiani (19), Cifarelli (11), and Ciccini, Cao-Pinna and DeCarlo (12, 13). 


SUMMARY 


Fifty cases of Laennec’s and other types of hepatic cirrhosis have been treated 
with high dosages of testosterone propionate. Favorable results were obtained in 
30 cases. This proportion is remarkable in view of the grave condition and the 
advanced stage of the disease in some of the patients at the beginning of therapy. 

The 30 patients who benefited have been followed for one to six years. They 
experienced a subjective sense of recovery. Their general state of health and 
strength improved. Edema, ascites, hydrothorax, venous collateral circulation, 
and subicterus disappeared. The serum protein concentration increased and the 
albumin-globulin ratio tended to return to normal. No hemorrhage due to the 
rupture of distended veins occurred. No serious untoward effects of testosterone 
were observed. 

The method of treatment is described and an attempt made to explain the 
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mechanism of action of testosterone in cirrhosis. For this purpose, histologic 
changes in the liver of a patient who recovered from cirrhosis, but later died be. 
‘ause of carcinoma, are presented. Upon gross examination, there were no signs 
of cirrhosis in the liver. Histologic examination showed changes characteristic of 
cirrhosis. The connective tissue was relaxed and rich in fibroblasts, so that it 
could be inferred that a conversion had taken place from a fibrocytic to a fibro- 
blastic connective tissue. 
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PEPTIC ULCER WITH MASSIVE HEMORRHAGE IN THE 
UPPER AGE GROUPS 


ELMER HOFFMAN, M.D., F.A.C:S. 


Department of Surgery, Sinai Hospital and The Johns Hopkins University School of Medicine 
and Hospital, Baltimore, Maryland 


The problem of massive upper gastro-intestinal hemorrhage secondary to 
gastric and duodenal ulcers in the upper age groups is becoming more common as 
the life span of the human being lengthens. Welch and co-workers (1) in 1955 
stated that “massive hemorrhage from duodenal ulcer is 15 times more frequent 
in patients over 70 than it was in 1922 to 1932.” Berkowitz and associates (2) 
found that peptic ulcer of the stomach, duodenum or anastomosis was the cause 
of acute gastro-intestinal hemorrhage in 75 per cent of 500 cases, and that 43 
per cent of these patients were over the age of 50 years. 

Although a great deal has been written on this subject, it is difficult to com- 
pare results. Many articles treat all causes of gastro-intestinal hemorrhage to- 
gether (e.g., gastric ulcer, duodenal ulcer, esophageal varices, esophageal hiatus 
hernia, or gastritis). However, when each of these entities is handled separately, 
the result varies from disease to disease. Moreover, the breakdown should be in 
terms of medical versus surgical therapy. The definition of the term massive 
hemorrhage is another source of confusion. There has been no attempt to evalu- 
ate each cause of massive gastro-intestinal hemorrhage separately for the various 
age groups. 

This paper is an effort to analyze the cases of massive upper gastro-intestinal 
hemorrhage secondary to gastric ulcer and duodenal ulcer in the upper age 
groups. By defining massive hemorrhage in specific terms, by limiting and sepa- 
rating the diagnoses, and by studying the various upper age groups separately, 
it is hoped that this study may serve as a basis of comparison with other series. 
It is felt that knowledge of the results of medical versus surgical handling would 
be of great aid in the management of these cases. 


DEFINITION 


All patients chosen for study were over 50 years old. The lesions involved 
were gastric ulcer and duodenal ulcer with massive gastro-intestinal hemorrhage. 
Actually all patients with massive upper gastro-intestinal hemorrhage admitted 
to the hospital were reviewed. These cases were found to include esophageal 
varices, carcinoma of the stomach, hiatus hernia, marginal ulcer, upper gastro- 
intestinal bleeding of unknown etiology and ulceration of the duodenum second- 
ary to invasion of pancreatic carcinoma. However the number of each of these 
latter diseases was small and, since the disease processes themselves differ so 
much in their clinical courses, they were omitted from this study. The gastric 
and duodenal ulcer cases were considered in separate groups in an effort to 
bring out the differences in clinical course and therapeutic results. 
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The patients studied were admitted to a general hospital during the four- 
year period mid-1952 to mid-1956. This study was a continuation of a previous 
one (3). By limiting it to these years it was felt that the modern advances in 
geriatrics, blood banks, fluid and electrolyte balance, antibiotics and anesthesia 
would prevail equally throughout the series. 

Surgery as used in this article means operation undertaken at the time of 
acute hemorrhage. No attempt was made to evaluate the results of elective 
surgical procedures performed after the patient’s bleeding episode has ceased. 

The definition of massive hemorrhage was made by using arbitrary standards. 
Some of those used in the literature have been: a fall in the hemoglobin level 
to 7 grams per 100 ce. or less, the necessity of five or more blood transfusions 
during the period of hospitalization, a total circulating red cell mass of less than 
60 per cent of normal, or a fall in the red blood count to 3 million or less (1, 
2,4, 5 and 6). 

For purposes of review and comparison, in this article massive hemorrhage 
is considered to be that state requiring at least 500 cc. of whole blood every six 
to eight hours in order to maintain the hematocrit at a stable level, or a drop 
in the hematocrit of at least 8 units from a previously known level or from an 
average normal standard (40-54 for men, 37-47 for women (7)). 

In an effort to evolve a definitive method of handling massive hemorrhage, 
the cases of gastric and duodenal ulcer were analyzed with respect to the results 
in cases receiving more or less than 2,000 ec. of blood within the first twenty- 
four hours after bleeding, or after admission to the hospital. These cases were 
then re-analyzed, using 1,500 cc. as the dividing line. There was no significant 
difference in the figures for mortality or survival in the two groups. 


AGE AND SEX DISTRIBUTION 

After reviewing all cases of acute upper gastro-intestinal hemorrhage, 62 
‘ases of hemorrhage secondary to duodenal and gastric ulcers were selected for 
analyses (Table 1). There were 37 cases of duodenal ulcer, 33 of which were in 
male and 4 in females—a ratio of approximately 8.25:1. Of the males, 19 were 
between the ages of 51 and 60 years, 10 were between the ages of 61 and 70 
years, and 4 were more than 71 years old. Of the females, | was between 51 and 
60 years of age, 2 were between 61 and 70 years, and 1 was more than 71 years 
old. Although there were more males than females, it can be seen that the total 
number of males decreased with increasing age. 

There were 25 cases of hemorrhage secondary to gastric ulcers. Of these 19 
were in males, and 6 in females—a ratio of 3.1:1. Of the males 5 were between 
the ages of 51 and 60 years, 9 were between 61 and 70 years, and 5 were more 
than 71 years old. In the female group, 2 were between the ages of 51 and 60 
years, 2 were between 61 and 70 years, and 2 were more than 71 years old. In 
the gastric ulcer series there was also a predominance of males, but the distribu- 
tion of the cases among the various age groups was fairly even. 
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TABLE 1 


Age and Sex Distribution among 62 Patients More Than 50 Years of Age, who had Duodenal oy 
Gastric Ulcer with Massive Hemorrhage 





mg Per Cent | Age Groups 
NO. 


(yrs.) No. of Cases 





Duodenal ulcer 37 9. 51-60 20 
| 61-70 


Total ; (10.8%) | 33 (89.2%) 


Gastric ulcer 2! 40.: 51-60 
61-70 


bo 


5 
9 
5 


bo bo 


(24%) 19 (76%) 


Total 32 | 10 (16.1%) | 52 (83.9%) 


DIAGNOSIS; BEARING ON RESULTS OF TREATMENT (MORTALITY RATES) 


Table 2 shows the over-all results of medical and surgical therapy in the 
handling of massive gastro-intestinal bleeding from duodenal ulcer and from 
gastric ulcer in patients more than 50 years old. By conservative or medical 
therapy, 19 of 21 patients having duodenal ulcer with massive hemorrhage were 
saved, as were 3 of 7 patients having gastric ulcer with acute hemorrhage. 
In the group undergoing medical treatment for duodenal ulcer with massive 
hemorrhage, the mortality rate was 9.5 per cent; and in the gastric ulcer group 
the rate was 57.1 per cent. 

Surgical treatment yielded different results. Of 16 patients with duodenal 
ulcer and massive hemorrhage, 13 survived surgery—a mortality rate of 18.7 per 
cent. Of 18 patients with gastric ulcer and massive hemorrhage, 16 survived sur- 
gery—a mortality rate of 11.1 per cent. 

Thus, the over-all mortality rate for medical therapy of duodenal and gastrie 
ulcer with massive hemorrhage in these patients over 50 was 21.4 per cent. 
This compares favorably with a mortality rate of 14.7 per cent in similar patients 
treated surgically. However, in the duodenal ulcer group the mortality rate was 
18.7 per cent with surgery, as against 9.5 per cent with medical therapy; in the 
gastric ulcer group the rate was 11.1 per cent with surgery, as against 57.1] 
per cent with medical treatment. 

Operations were included in the data only if undertaken at the time of the 
acute hemorrhagic episode. One of the 2 deaths in the gastric ulcer group treated 
with surgery was in a patient in whom a laparotomy and gastrotomy were pel- 
formed without finding the bleeding point; a blind gastric resection would prob- 
ably have been carried out under present-day circumstances. The second death 
in this group occurred one month postoperatively from complications. The first 
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TABLE 2 


Comparison of Results of Medical and Surgical Therapy for Acute Massive Hemorrhage due 
to Duodenal or Gastric Ulcer in Patients More Than 50 Years of Age 





—_ - - oe 
Form of Therapy Type of Ulcer Total No. of Cases | Deaths Mortality Rate (%) 


a 
Medical Duodenal | 21 2 


Gastric 7 4 


Total. ... 


Surgical Duodenal 
Gastric 


Total 

patient died six hours postoperatively in a state of shock. If this case were 
eliminated from consideration, the mortality rate for those treated surgically 
for gastric ulcer with massive hemorrhage would be 5.5 per cent instead of 11.1 
per cent. There were 3 deaths in the surgically treated cases of duodenal ulcer 
with massive hemorrhage; 1 patient died from cardiac failure, 1 had a duodenal 
fistula and a pelvic abscess and died five weeks postoperatively, and 1 underwent 
duodenotomy and arterial ligation but died of continued bleeding. 


RESULTS OF MEDICAL AND SURGICAL THERAPY IN VARIOUS OLDER AGE GROUPS 


In Tables 2 and 3 data are listed which show the importance of dividing cases 
of massive hemorrhage into two groups—one due to gastric ulcer and one due to 
duodenal uleer—and then analyzing the results with respect to method of 
treatment and age groups. Stewart, Sanderson and Wiles (6) found that of 110 
patients with massively bleeding peptic ulcers, 20 were between the ages of 50 
and 59 years, 35 between the ages of 60 and 69 years, 15 between the ages of 
70 and 79 years, and 2 between the ages of 80 and 89 years. Thus, the peak inci- 
dence seemed to be in the age group 60 to 69 in that series. In our series also 
there was a peak incidence in the age group 61 to 70 years among the patients 
with gastric ulcers. However, the incidence was highest in the 51 to 60 year 
group among the patients with duodenal ulcers. 

The data in Table 3 suggest that in the duodenal ulcer series there was a 
higher mortality rate associated with surgery in each age group. In the gastric 
ulcer series the reverse was true, except in the patients 71 years of age or more; 
in this 71+ group, however, only 1 patient was treated medically. A possible 
explanation for the mortality difference may be that the surgical group usually 
includes the most severe cases, and sometimes those in which prolonged medical 
management has been unsuccessful. 


SYMPTOMATOLOGY 


Among the 37 patients with duodenal ulcer and massive hemorrhage, 89 per 
cent presented a history and finding of melena, or tarry stools, or both (Table 4); 
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TABLE 3 


Results of Medical and Surgical Therapy of Massive Hemorrhage from Duodenal and Gastric 
Ulcer, by Age Groups, in Patients More Than 50 Years Old 


Total Results 

No. of : - - ——— — a 

Cases No. of Deaths No. of Survivals 
Deaths (%) Survivals (%) 


Age Form of 
Group Therapy 


Medical 9.1 


Duodenal ulcer : : 
Surgical 8 13. 


Medical ak 2 0 |g 100.0 
Surgical j 16.7 83.3 
Medical |: . | 333] 2 | 666 
Surgical ‘ 50.0 50.0 


Medical 50.0 1 50.0 
Surgical 20.0 4 80.0 


Gastric ulcer 51-60 


Medical 7 75.0 ] 25.0 
61-70 
Surgical 100.0 


Medical 


100.0 
71+ 
Surgical j ‘ 83.3 


* Gastrotomy; bleeding point not found; died of hemorrhage. 
t Duodenotomy and ligation of vessel; died of hemorrhage. 


TABLE 4 


Symptomatology of Duodenal and Gastric Ulcers with Massive Hemorrhage in Patients More 
Than 50 Years Old 


Duodenal Ulcer Gastric Ulcer 
. (37 patients) (25 patients) 
Symptoms 


Per cent 


Number Per cent Number 


Melena (including red and tarry stools). . 33 89. 
Hematemesis 40. 
Pain 43 
Nausea hehe cewane 10. 
Vomiting (without blood). 
Previous episode of bleeding 32. 


17 68.0 
14 56.0 
12 48.0 


bh or bo 


> i 00 


28.0 


40 per cent had hematemesis; 43 per cent had pain; about 11 per cent had nausea; 
and 5 per cent had vomiting without blood. Several points should be emphasized: 
1) a patient with an actively bleeding duodenal ulcer may vomit blood, 2) 4 
patient with a massively bleeding duodenal ulcer may pass tarry stools as well 
as bright red blood by rectum, 3) about 43 per cent of the patients with an actively 
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bleeding duodenal ulcer had pain, and 4) when there was vomiting, the vomitus 
ysually contained blood (in only about 5 per cent was there no blood). 

Among the 25 patients with gastric ulcer and massive hemorrhage, 68 per cent 
had melena, 56 per cent had hematemesis, and 48 per cent had pain (Table 4). 
Thus, even though these patients had a massively bleeding gastric ulcer filling 
the stomach with blood, only about half of them vomited blood, compared with 
three-fourths who passed blood by rectum. Therefore, the absence of hematemesis 
does not. rule out a bleeding gastric ulcer. 


RECURRENCE OF HEMORRHAGE 


In almost a third of these patients in the upper age groups who had peptic 
ulcer and massive hemorrhage, there was a history of a previous episode of 
bleeding. 

In the duodenal ulcer group of 37 patients with massive hemorrhage, 12 had 
had previous episodes which could be classified as massive hemorrhage under our 
definition—an incidence of 32 per cent. Of these 12 patients 5 were operated 
upon and are included in the present series of operative cases; 7 were treated 
medically and are included in the present medical series. The results in all were 
excellent. 

Of the 25 gastric ulcer patients with massive hemorrhage, 7 had had a previous 
episode of massive hemorrhage—an incidence of 28 per cent. Of these 7 patients, 
4 were treated surgically with excellent results; 3 were treated medically but 2 
of them died. One cannot draw conclusions from such a small number of cases, 
but there is the suggestion that there is about a 30 per cent chance of a recur- 
rence of massive hemorrhage in patients of the upper age groups; when there is 
a recurrence of massive hemorrhage in a case of duodenal ulcer, the chances of 
survival are still good; and that when there is a recurrence of massive hemorrhage 
in a case of gastric ulcer, surgery is the procedure of choice. 


DIAGNOSIS 


Table 5 demonstrates the methods utilized in each case to make the correct 
diagnosis. In the patients studied by x-ray prior to admission or during the time 
of admission, there was a fairly high percentage of correct diagnoses. In 6 our of 
26 cases (23 per cent) of duodenal ulcer in which an upper gastro-intestinal 
series was carried out, a correct diagnosis was made during the time of the mas- 
sive hemorrhage. These patients were accompanied by a member of the house 
staff who watched administration of a blood transfusion during the x-ray exami- 
nation. In some, there was no manipulation; in some, partial manipulation 
was necessary. In the gastric ulcer group, x-ray examination during the period of 
acute hemorrhage provided the correct diagnosis in 5 of 11 cases (45 per cent). 
Although only 37 patients had x-ray studies during the time of massive hemor- 
thage, a correct diagnosis was achieved in 11 instances. 

In 31 per cent of the cases of duodenal ulcer admitted with massive hemorrhage 
and treated surgically, operation was the procedure which provided the correct 
diagnosis. This was also true for 55 per cent of the cases of gastric ulcer with 
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TABLE 5 


Diagnosis in Cases of Duodenal and Gastric Ulcer with Massive Hemorrhage in Patients More 
Than 50 Years Old 





| X-ray Examination | Pa 
\(Upper Gastrointest.| Operation Correct 
Series) | Diagnosis 
Type of Ulcer Form of Treatment ee — See Autopsy | 2" Basis of 
2 | X-ray Exam, 
| Present | Prior to | Con- While 
| Admis- | — fH ~ Bleeding 





Duodenal (37 | Surgical (16 patients) | 
patients) Medical (21 patients) | 17 

Gastric (25 | Surgical (18 patients) | 8 
patients) Medical (7 patients) | 3 


—. 





* Bleeding point missed at gastrotomy. 

t Of these patients, 1 was hospitalized for cough and phlebitis; 1 was cirrhotic; and 1 
had undergone exploration and gastrotomy (bleeding point missed) three years prior to 
admission. 


massive hemorrhage treated surgically. However, some of these patients on 
admission had a past history of known ulcer along with the condition of massive 
hemorrhage; without delay for roentgenography or other diagnostic procedures, 
they were taken to the operation room within twenty-four hours of the time of 
admission. 

In this study, a roentgenologic report of no ulcer activity did not necessarily 
mean that an actively bleeding ulcer was not present. There may have been 
spasm in the duodenal bulb or pyloroduodenal region without definition and 
delineation of a definite ulcer crater; roentgenologically, a definite crater had to 
be present before an ulcer was diagnosed. Clinically and pathologically it has 
been found that although a shallow ulcer with an actively bleeding vessel may 
be present, the ulcer crater may be obliterated by blood clot or may be so shallow 
that a barium niche is not demonstrated. 

Of the 4 patients with gastric ulcer and massive hemorrhage who were treated 
medically and in whom the diagnosis was made at autopsy, 1 had cirrhosis and 
was thought to be bleeding from esophageal varices, 1 had x-ray findings indica- 
tive of a duodenal ulcer and was treated conservatively, and 1 was hospitalized 
for cough and thrombophlebitis and was receiving anticoagulant therapy when 
he suddenly vomited approximately 1000 cc. of blood and expired. The second of 
these 3 patients had been operated upon three years previously (laparotomy and 
gastrotomy) for massive hemorrhage, but the bleeding point had been missed. 
Biopsy of the gastrotomy opening revealed gastritis. Autopsy was the means of 
diagnosis in 1 surgically treated case of gastric ulcer with massive hemorrhage. 
This patient had also had a gastrotomy and the bleeding point had been missed. 
These 2 examples are a strong argument in favor of blind gastrectomy when 
no other source of upper gastro-intestinal bleeding than gastric ulcer is found at 
operation. 

Gastroscopy examinations were not a routine measure in the diagnosis and 
study of these cases. Six of the patients had had gastroscopies. In 3 cases of 
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the stomach; in 1 case in which it was performed in the recovery phase, the 
findings were negative. 


BLOOD STUDIES 


The blood changes that occur during massive hemorrhage from peptic ulcer 
are shown in Table 6. 

In 29 per cent of the cases there was an elevation of the blood urea concen- 
tration during the massive hemorrhage, which returned to normal after the 
cessation of bleeding. The elevation usually was from 35 to 55 mg. per 100 ce. 
above the normal level, and in 1 case was as high as 196 mg. per 100 ec. above 
the normal level. There was no significant difference between the gastric ulcer 
sases and the duodenal ulcer cases in this respect. 

There are several possible explanations for the elevation of the blood urea 
level. One is the occurrence of extrarenal azotemia, on the basis of hemorrhage 
and dehydration with inability to clear nonprotein nitrogenous products because 
of lack of extracellular and intravascular fluid. Another explanation involves 
renal dysfunction, which may be primary in the kidney or secondary to shock, 
dehydration or hypovolemia. 

In all cases in which a van den Bergh test was made and the serum bilirubin 
level was found to be elevated, large amounts (1000-5000 cc.) of blood had 


TABLE 6 
Blood Changes during Massive Hemorrhage and Replacement 


. Elevation of urea level. 

. Elevation of bilirubin level (van den Bergh test). 

. Elevation of platelet count followed by fall if hemorrhage continues. 
. Elevation of white blood cell count. 

. Elevation of erythrocyte sedimentation rate. 


o- Ww nr 


TABLE 7 


The Hematocrit ‘‘Boost’’ Phenomenon 


Amout of Blood 


Duration of Blood 





Transfusion Transfusion Hematocrit Gain* Per Cent of Total 
(cc.) (hrs.) Cases 
Duodenal ulcer 2500 36 +4 10.8 
2000 24 +5 
2500 24 +4 
3000 48 +3 
Gastric ulcer 3500 24 +9 12.0 
5000 24 +7 
2500 24 +4 








* Hematocrit Gain is the number of points difference between the hematocrit reading 


for blood drawn four hours after the administration of the final unit of blood and cessation 
of hemorrhage, and the hematocrit reading for blood drawn twenty-four hours later. 
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been transfused before the test. In some instances the elevation was noted in 
the indirect phase of the test, in others in the direct phase, and in some in both 
phases. Several explanations may be given for the elevated bilirubin levels— 
there may have been inflammation about the duodenum or pancreas causing 
disturbance in the flow of bile through the common duct, there may have beep 
hepatic dysfunction from shock or anoxia, or there may have been intravasculg; 
hemolysis secondary to multiple transfusions. Therefore, in each patient ad. 
mitted with massive hemorrhage or with peptic ulcer, a van den Bergh test 
should be performed. 

Rienhoff (8) quotes Connelly regarding the fall and disappearance of platelets 
in the blood stream of patients with massive hemorrhage. In the present series 
of cases there were only 2 patients who had a reduced platelet count at the time 
of admission, before massive replacement therapy was begun. However, in both 
of these the platelet counts rose following therapy. 


HEMATOCRIT ‘“‘BOOST’’ PHENOMENON 


This phenomenon was observed in 7 patients who were given large amounts 
of blood over a short period of time. In all, the bleeding had stopped at the timeof 
the administration of the last bottle of blood. Of the 7 cases, 4 were duodenal 
ulcer and 3 were gastric ulcer. Table 7 lists the amount and duration of the blood 
transfusions. 

Hematocrit determinations were made at four-hour intervals after the ad- 
ministration of the last unit of blood and the cessation of bleeding. There was 
a continued rise of the hematocrit by a final average of 5.1 points. In all cases 
the rise was permanent. In 1 case there was a recurrence of massive hemorrhage 
within approximately forty-eight hours, and this again produced a sudden fall 
in the hematocrit reading. 

There are several possible explanations for this phenomenon: 1) administration 
of blood may stimulate bone marrow activity, 2) there may be impairment of 
a destructive process for erythrocytic cells within the body, 3) dehydration 
during bleeding may be inadequately replaced, 4) the final readjustment of the 
vascular system may take longer than twenty-four to forty-eight hours, and 
5) there may be a reservoir for the erythrocyte series of cells in the body. 

Apparently, when large amounts of blood are transfused, from 10 to 12 per 
cent of the patients will exhibit the hematocrit ‘“‘boost’’ phenomenon. In an old 
patient in whom massive bleeding has stopped and in whom the hematocrit is 
low or low-normal, one must be careful about further transfusion. Another 500 
ce. of blood will elevate the hematocrit an average of 4 points, and if the “boost” 
occurs the hematocrit will rise an additional 5 points—a potentiality for poly- 
cythemia and hypervolemia. 


COMPLICATIONS OF THERAPY 


Medical therapy. Complications in patients treated medically were as follows: 
Shock—5 cases 

Cardiac decompensation—2 cases 

Coma (cirrhosis)—1 case 
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Transfusion reaction—1 case 

Surgical therapy. The complications in patients treated surgically were as 
follows: 

Shock (postoperative hemorrhage)—3 cases 

Thrombophlebitis—3 cases 

Wound abscess—2 cases 

Subphrenic abscess—1 case 

Postoperative pancreatitis—1l case 

Postoperative pneumonitis—l case 

Postoperative wound infection—l case 

Bronchitis—1 case 

Diabetes—1l case 

Serum hepatitis—1l case 

Steel granulomata—l case 

Cardiac decompensation—1 case 

Duodenal fistula—1l case 
Of the 3 cases listed as postoperative shock, 1 was the case described previously 
in which the bleeding point had been missed at gastrotomy. Another was the 
case of duodenotomy and attempted ligation of the bleeding vessel. Of the 
complications of surgical therapy, 12 were in cases of gastric ulcer and 2 in duo- 
denal ulcer. The complications of medical therapy occurred in cases of duodenal 
ulcer with massive hemorrhage. 

Steel granulomata should be discussed in more detail. In certain cases of 
gastric surgery, foreign-body reactions around stainless-steel suture material 
have been noted—all in so-called ‘‘clean’”’ cases. These reactions have also been 
observed following biliary surgery. As late as six, twelve or eighteen weeks 
postoperatively, a draining sinus develops, at the base of which a stainless-steel 
suture and a chronic abscess cavity are found. This condition has been observed 
when there has been no gross contamination of the wound, and no acute post- 
operative abscess or cellulitis. Stainless-steel suture material has been used at 
this institution by many of the surgeons for approximately twelve years. The 
exact incidence of these steel granulomata cannot be stated, since many of them 
occur a long time after the patients have been discharged from the hospital and 
are not available for study. 

CAUSES OF DEATH 

There were 9 deaths which could be classified as due to hemorrhage and subse- 
quent shock (Table 8). Four of these were in patients with gastric ulcer, and 2 
were in patients with duodenal ulcer who had been treated medically. Two 
were in patients with gastric ulcer who had been treated surgically and had 
postoperative hemorrhage and shock. One of these was the man in whom the 
bleeding point had been missed at laparotomy. The other was a 75-year-old 
mas who bled massively from a gastric ulcer approximately three weeks after a 
fracture of his hip had been pinned; about one month after the gastric resection 
for massive hemorrhage, he suddenly began to vomit blood and pass tarry 
stools, and died almost immediately; no autopsy was obtained. The patient with 
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TABLE 8 
Causes of Death in Cases of Duodenal and Gastric Ulcer with Massive Hemorrhage in P. 
More Than 50 Years of Age 


atients 


No. of deaths 
Cause of death Form of Treatment 


Gastric ulcer group | Duodenal ulcer group 


i 


Hemorrhage and shock Medical 4 2 


l 


Sequelae of duodenal fistula Surgical 


Cardiae decompensation Surgical 


duodenal ulcer with hemorrhage treated surgically was a 66-year-old man oper- 
ated upon after four days of massive hemorrhage requiring 38 units of blood, 
The operation was an extreme emergency measure; the patient’s hematocrit 
level was 19 per cent and he was moribund. The bleeding vessel was ligated and 
transfixed. Bleeding continued postoperatively and the patient died four days 
later after having received another 22 units of blood. He had constantly passed 
bright red blood by rectum and through a Levine tube. 

Duodenal fistula with its attendant sequelae was the cause of death in a case 
of a duodenal ulcer with massive hemorrhage treated surgically in a 60-year-old 
man. Cardiac decompensation was the cause of death in a 77-year-old man with 
a gastric ulcer and massive hemorrhage treated by gastric resection. 

In 1 case of gastric ulcer treated medically the patient had been hospitalized 
for cough and was being treated with anticoagulants for thrombophlebitis, when 
he suddenly vomited 500 to 700 cc. of bright red blood and died in a state of 
shock. At autopsy, a bleeding gastric ulcer was found. 

Among the patients treated surgically, none died as a result of delayed oper- 
ation, 7.e., it is unlikely that operation at an earlier time would have prevented 
death. However, among the patients treated without surgery, there were 4 
cases of gastric ulcer and 2 cases of duodenal ulcer in which life might conceivably 
have been saved by early operation. 

All 6 medically treated patients, whether the ulcer was duodenal or gastric, 
died as a result of shock secondary to hemorrhage. In all, large transfusions of 
blood were necessary; but, even so, the hematocrit level could not be maintained. 
One patient received 21 bottles of blood within forty-eight hours; another re- 
ceived 19 bottles within thirteen hours. 

Therefore it would seem that elderly patients with gastric or duodenal ulcer 
and massive hemorrhage should be operated on if large transfusions of blood do 
not cause stabilization of the hematocrit reading within a short period of time 
(twenty-four to forty-eight hours). 


SUMMARY AND CONCLUSIONS 


Sixty-two cases of duodenal or gastric ulcer with massive hemorrhage have 
been studied in patients more than 50 years of age. 
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The disease was more common in males than in females, regardless of the type 
of ulcer involved. 

For the group of 37 patients with duodenal ulcer and massive hemorrhage, 
treated surgically, the mortality rate was 18.7 per cent compared to 9.5 per cent 
for those treated medically. For the gastric ulcer group of 25 patients, treated 
surgically, the mortality rate was 11.1 per cent compared to 57.1 per cent for 
those treated medically. 

Among the 37 duodenal ulcer patients, 89 per cent had melena (both bright 
red blood and tarry stools), 40 per cent had hematemesis, 43 per cent had pain, 
il per cent had nausea, and 5 per cent had vomiting without blood; in 32 per cent 
there had been a previous episode of massive hemorrhage. Among the 25 gastric 
ulcer patients, 68 per cent had melena, 56 per cent had hematemesis, and 48 per 
cent had pain; in 28 per cent there had been a previous episode of massive 
hemorrhage. 

When an upper gastro-intestinal x-ray series was carried out during the acute 
hemorrhage, a correct diagnosis was made in 23 per cent of the duodenal ulcer 
eases, and in 45 per cent of the gastric ulcer cases. When the diagnosis was made 
at the time of operation, it was correct in 31 per cent of duodenal ulcer cases 
and in 55 per cent of gastric ulcer cases. The course in 2 patients lent strong 
support to the idea that a blind gastrectomy should be performed when no other 
source of hemorrhage can be found at operation. 

In approximately a fourth of the cases there was an elevation of the blood 
urea level, with a return to normal after cessation of bleeding. In the patients 
who received transfusions, the serum bilirubin level (van den Bergh test) was 
elevated. The hematocrit ‘‘boost’”’ phenomenon occurred in about 10 per cent 
of patients receiving large amounts of blood. 

Steel granuloma was observed as a complication of surgical treatment. 

Patients of the upper age group with massive hemorrhage from a gastric or 
duodenal ulcer should receive large volumes of blood by transfusion. If stabiliza- 
tion of the hematocrit does not occur within twenty-four to forty-eight hours, 
operation should be performed. 
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THE EFFECT OF ANTITUBERCULOSIS DRUGS ON THE 
HEALING OF FRACTURES 


ALBERT R. ALLEN, M.D. anno A. W. STEVENSON, M.D. 
Central Washington Tuberculosis Hospital, Selah, Washington 


Of the three drugs used in this study, para-aminosalicylic acid and isoniazid 
are specific in the treatment of tuberculosis. Iproniazid has been used by 
Bosworth ef al. (1) in the treatment of nontuberculous infections of the bones 
and joints. Streptomycin is a conventional antibiotic, effective against a number 
of bacterial diseases other than tuberculosis. 

This report concerns 7 patients with pulmonary tuberculosis in whom fractures 
healed more rapidly than would normally be expected during therapy with 
isoniazid, para-aminosalicylic acid and streptomycin. To show the rapidity of 
healing, 4 of these patients who had hip fractures have been compared with a 
group of patients having similar fractures treated by the same surgeon in a 
general hospital. Other calcification phenomena are also reported. 


MATERIAL AND METHOD 


The 7 patients were admitted to the Central Washington Tuberculosis Hospital 
for treatment of pulmonary tuberculosis; the fractures were coincidental. In 3 
of the patients the fractures were present before admission—in 1 who had a 


fracture of the left hip, a roentgenogram of the chest had shown far advanced 
pulmonary tuberculosis; in 1 who had a traumatic compression fracture of a 
lumbar vertebra, a roentgenogram taken because of continued pain had dis- 
closed moderately advanced pulmonary tuberculosis; and in 1 who had a fracture 
of the ankle three months before admission (no callus formation), a diagnosis of 
moderately advanced pulmonary tuberculosis had also been made. In the other 
4 patients, the fractures occurred after admission—2 sustained hip fractures 
from falls in their rooms; 1 woman fractured her hip and ischium in two separate 
falls; and 1 woman aged 39 sustained fractures of both pubic rami, the sacrum, 
both ankles, a rib, and a compression fracture of a lumbar vertebra, following a 
leap from a fourth floor window eight days after a pneumonectomy and thoraco- 
plasty. 

All the patients received streptomycin (1 Gm. intramuscularly twice weekly), 
isoniazid (4 mg. per kilogram of body weight daily, in three doses), and para- 
aminosalicylic acid (PAS) (10 Gm. daily in three doses by mouth). The first two 
drugs were continued throughout the entire hospital stay, but PAS was stopped 
in all but 2 patients for various reasons ranging from gastro-intestinal upsets to 
the mental confusion that occurs so commonly after fracture of the hip in aged 
people. 

Although the results with all types of fractures were essentially similar, it was 
difficult to find the same types of fractures in the same age groups, for controls. 
Therefore, for a comparative study, we used only our 4 cases of hip fracture in 
contrast with 13 cases of hip fracture in 11 patients treated by the same surgeol 
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in a general hospital. Our 4 patients ranged in age from 62 to 86 years, with an 
average of 75 years. The 11 general-hospital patients ranged in age from 47 to 89 
vears, With an average of 70 years. 

Among the 7 cases of fracture, the following were typical: 


CASE REPORTS 


Case |. Mrs. E. G. was 83 years old when she was admitted to the Central Washington 
Tuberculosis Hospital on March 12, 1955, with pulmonary tuberculosis, moderately ad- 
vanced and active. She was discharged one hundred and ninety-three days later, on Sep- 


Fic. 1. Case 1. Roentgenogram of hip six weeks after fracture, during therapy with 


antituberculosis drugs. Good callus formation, but evidence of calcification of the femoral 
vessels. 
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tember 21, 1955. All three antituberculosis drugs (isoniazid, PAS and streptomycin) were 
started three days after admission. On April 15, 1955 she fell out of bed, fracturing her left 
hip. On April 16, the fracture was reduced and pinned using a Smith-Petersen nail. The 
patient became irrational and confused, so PAS was stopped but streptomycin and isoni- 
azid were continued. Supportive therapy (including intravenous fluids, multiple vitamins 
penicillin, and chlorpromazine) was given, along with good nursing care. On April 22 he 
became rational and was helped into a wheel chair. The wound healed by primary intention 
and on June 3, forty-five days after the hip was pinned, she was allowed to bear full weight 
on the limb in a walker. An x-ray anteroposterior view of the hip on May 26 (Fig. 1) showed 
good callus formation, but there was definite calcification in the femoral vessels. In the 


Fic. 2. Case 1. Roentgenogram of hip just before discharge from the hospital, 
months after the fracture. Calcification of the femoral vessels has increased. 
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roentgenogram of September 19, 1955 (Fig. 2), this calcification had increased. The last 
x-ray film dated April 26, 1957 (Fig. 3) showed a further increase in the calcification, indi- 
eating that the condition was not reversible once the drugs had been stopped. 

Case 2. Mr. P. H. was 50 years old when admitted to the Central Washington Tubercu- 
losis Hospital on February 8, 1954, with pulmonary tuberculosis, moderately advanced and 
active. He was discharged one hundred and seventy-eight days later, on August 5, 1954. 
His left ankle had been fractured in November 1953 and he was wearing a cast when ad- 
mitted. X-ray eXamination showed delayed union. All three antituberculosis drugs (isoni- 
azid, PAS and streptomycin) were started three days after admission and continued until 
discharge. On July 6, 1954, the apical and posterior segments of the upper right lobe of the 


Fic. 3. Case 1. Roentgenogram of the hip two years after fracture. Further increase 
in calcification of the femoral vessels. 
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calcification of residual tuberculous tissue. 
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Fie. 6. Case 2. Roentgenogram of ankle, February 19, 1954, shortly after admission to 
the hospital. (The fracture had occurred in November 1953.) 


lung were resected. The last roentgenogram of the chest taken before resection was a pos- 
teroanterior film dated May 4 (Fig. 4). It is shown along with a chest film dated October 29, 
1954 (Fig. 5), to demonstrate the rapid calcification which took place in the tuberculous 
residual tissue in the right middle and lower lobes. Roentgenograms (anteroposterior) of 
the ankle were taken on February 19 (Fig. 6) and May 13, 1954 (Fig. 7); the latter showed 
good callus formation and firm bony union. Since discharge, this man on two occasions 
has had electrocardiographic evidence of coronary occlusion with myocardial damage, 
and a routine roentgenogram of the chest has shown cardiac enlargement. 


RESULTS 


Once antituberculosis therapy was started, the fractures healed equally fast, 
regardless of whether they were incurred before or after admission. 

The fractures in this hospital occurred between twenty and two hundred and 
forty-eight days after starting drug therapy, and the pattern followed that ob- 
served in cases of fusion for bone tuberculosis—the amount of drug therapy 
required was that which would improve the patient’s general condition suffi- 
ciently to make him a good surgical risk (2). 

The 4 patients with hip fracture were bearing full weight on the limb within 
forty-two to seventy-five days (average, fifty-five days) after pinning. There 
were no cases of non-union or delayed union. 

In 12 of the 13 cases of hip fracture in 11 patients in a general hospital, the 
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Fic. 7. Case 2. Roentgenogram of ankle, May 13, 1954, less than three months after 
admission to the hospital where the patient was treated with antituberculosis drugs. There 
is good callus formation and firm bony union. 


patient was bearing weight on the limb within forty-four to one hundred and 
forty-five days (average, ninety-five days) after pinning. In 1 patient, aseptic 
necrosis of the neck of the femur developed, with resultant non-union. Only 2 
of these general-hospital patients were ambulatory within the longest period re 
quired for any of our 4 patients receiving antituberculosis drugs to become am- 
bulatory—namely, seventy-five days. 

In 3 of our 4 patients with fractured hips who received antituberculosis drugs, 
calcification of the femoral vessels developed between the time of fracture and 
the time that weight-bearing was permitted. In only 2 of the 11 patients treated 
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in a general hospital was calcification of the femoral arteries observed. In these 
2 cases the calcification was evident on the initial x-ray film and was not in- 
creased on later films, 7.e., it did not occur between the time the hip was pinned 
and the time the patient started to walk. The only one of our 4 patients with 
hip fracture who did not show calcification of the femoral vessels during anti- 
tuberculosis therapy died suddenly six weeks after discharge from the hospital, 
appareiitly from a heart attack; no autopsy was performed. Mr. P. H. (Case 2) 
had 2 coronary occlusions with myocardial infraction after discharge, and he 
was only 50 years old. 

In our present-day experience, tuberculous necrotic foci calcify more rapidly 
than they did before antituberculosis drugs were used, as shown in the chest 
roentgenograms of Mr. P. H. (Figs. 4 and 5). In the primary disease, this calcifi- 
cation occurs within less than a year, whereas prior to the use of antituberculosis 
drugs calcification was rarely seen within eighteen months, and frequently re- 
quired five years or more. 

In all areas where the calcification had the chemical composition of bone 
the process was unusually rapid, yet we have seen no calcinosis or renal stones. 
Osteoporosis, if present on admission, did not progress, in spite of the existence 
of fractures or of tuberculosis of bone requiring fusion. 

DISCUSSION 

The number of patients admitted to tuberculosis hospitals every year has 
remained constant and the extent of disease on admission is as great as it was 
five or more years ago (3). However the average age of the tuberculosis patient 
has increased markedly over the last ten years (4). In this hospital 57 per cent 
of our patients are 45 years old or more, and 20 per cent are 64 years of age or 
older. The mere fact that more elderly people are being hospitalized increases the 
probability of fracture. One of the consistent toxic reactions of streptomycin is 
dizziness, even when used in 1-Gm. doses twice a week; this toxic reaction is 
greater in our older patients and consequently increases the possibility of 
alling. 

There have been no deaths from pinning the fractured hips in a series of 17 
consecutive cases in the older age group. Successful treatment involves using low 
spinal anesthesia, good supportive therapy with special care to avoid overloading 
with intravenous fluids, digitalis as indicated, few or no narcotics or barbiturates, 
tranquilizing drugs for restlessness and mental confusion, and continuous nursing 
care to assure clean, dry beds and frequent changes of position. 

It is accepted that there is non-union in over 15 per cent of cases of fracture of 
the hip in the 70-90 year age group (5) and that fusion can be accomplished on 
the first attempt in only 80 per cent of patients with bone tuberculosis (6). In 
our series, the 3 cases of hip fracture in the 70-90 year age group healed promptly. 
We have also been able to accomplish 15 fusions for bone tuberculosis on the 
first attempt. This would indicate some definite change in the ability of the 
body to lay down bone, and such good results can hardly be interpreted as merely 
a fortunate series of cases. 


In the 7 patients with fractures who received antituberculosis drugs, as well 
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Fic. 7. Case 2. Roentgenogram of ankle, May 13, 1954, less than three months after 
admission to the hospital where the patient was treated with antituberculosis drugs. There 
is good callus formation and firm bony union. 


patient was bearing weight on the limb within forty-four to one hundred and 
forty-five days (average, ninety-five days) after pinning. In 1 patient, aseptic 
necrosis of the neck of the femur developed, with resultant non-union. Only 2 
of these general-hospital patients were ambulatory within the longest period re 
quired for any of our 4 patients receiving antituberculosis drugs to become am- 
bulatory—namely, seventy-five days. 

In 3 of our 4 patients with fractured hips who received antituberculosis drugs, 
calcification of the femoral vessels developed between the time of fracture and 
the time that weight-bearing was permitted. In only 2 of the 11 patients treated 
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in a general hospital was calcification of the femoral arteries observed. In these 
2 cases the calcification was evident on the initial x-ray film and was not in- 
creased on later films, 7.e., it did not occur between the time the hip was pinned 
and the time the patient started to walk. The only one of our 4 patients with 
hip fracture who did not show calcification of the femoral vessels during anti- 
tuberculosis therapy died suddenly six weeks after discharge from the hospital, 
apparently from a heart attack; no autopsy was performed. Mr. P. H. (Case 2) 
had 2 coronary occlusions with myocardial infraction after discharge, and he 
was only 50 years old. 

In our present-day experience, tuberculous necrotic foci calcify more rapidly 
than they did before antituberculosis drugs were used, as shown in the chest 
roentgenograms of Mr. P. H. (Figs. 4 and 5). In the primary disease, this calcifi- 
cation occurs within less than a year, whereas prior to the use of antituberculosis 
drugs calcification was rarely seen within eighteen months, and frequently re- 
quired five years or more. 

In all areas where the calcification had the chemical composition of bone 
the process was unusually rapid, yet we have seen no calcinosis or renal stones. 
Osteoporosis, if present on admission, did not progress, in spite of the existence 
of fractures or of tuberculosis of bone requiring fusion. 

DISCUSSION 

The number of patients admitted to tuberculosis hospitals every year has 
remained constant and the extent of disease on admission is as great as it was 
five or more years ago (3). However the average age of the tuberculosis patient 
has increased markedly over the last ten years (4). In this hospital 57 per cent 
of our patients are 45 years old or more, and 20 per cent are 64 years of age or 
older. The mere fact that more elderly people are being hospitalized increases the 
probability of fracture. One of the consistent toxic reactions of streptomycin is 
dizziness, even when used in 1-Gm. doses twice a week; this toxic reaction is 
greater in our older patients and consequently increases the possibility of 
alling. 

There have been no deaths from pinning the fractured hips in a series of 17 
consecutive cases in the older age group. Successful treatment involves using low 
spinal anesthesia, good supportive therapy with special care to avoid overloading 
with intravenous fluids, digitalis as indicated, few or no narcotics or barbiturates, 
tranquilizing drugs for restlessness and mental confusion, and continuous nursing 
care to assure clean, dry beds and frequent changes of position. 

It is accepted that there is non-union in over 15 per cent of cases of fracture of 
the hip in the 70-90 year age group (5) and that fusion can be accomplished on 
the first attempt in only 80 per cent of patients with bone tuberculosis (6). In 
our series, the 3 cases of hip fracture in the 70-90 year age group healed promptly. 
We have also been able to accomplish 15 fusions for bone tuberculosis on the 
first attempt. This would indicate some definite change in the ability of the 
body to lay down bone, and such good results can hardly be interpreted as merely 
a fortunate series of cases. 

In the 7 patients with fractures who received antituberculosis drugs, as well 
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as in a series of patients with bone and joint tuberculosis, calcium was laid down 
more rapidly than would be expected. This pertained to necrotic tuberculous foci, 
fusions for tuberculous and non-tuberculous disease, and particularly the vascular 
system (arteriosclerosis). In this institution cardiovascular disease as a cause of 
death has increased markedly since June 1952, when we began our present 
treatment regimen which consists of isoniazid, PAS and streptomycin used con- 
tinuously and concurrently from the time of admission to the time of discharge, 
along with early pulmonary resection when indicated (7, 8). 

Among the first 330 patients treated between June 1, 1952 and June 1, 1955 
there were 19 deaths during hospitalization; autopsies were performed on 16, 
or 84 per cent. The causes of death in 16 other patients who died since discharge 
were taken from the death certificates. Cerebral vascular disease accounted for 
3 deaths in the hospital and 1 after discharge (a woman of 39 years); and heart 
disease for 2 deaths during hospitalization and 5 after discharge. Three men have 
had coronary occlusion and myocardial damage since discharge; 2 were under 
40 years of age and 1 was 50 years old (Case 2 in this report). Carcinoma was 
the cause of 3 deaths in the hospital and 4 after discharge, bronchogenic car- 
cinoma being the most common type. The other deaths were due to a variety 
of causes: for example, 4 of the 16 deaths since discharge were due to automobile 
accidents, 1 to uremia. A similar increase in cardiovascular and carcinoma deaths 
is seen in most institutions throughout the United States and has been attributed 
to the fact that the patients are older (9). However, the calcification observed 
in the femoral vessels of our patients with fractured hips, makes us wonder if the 
antituberculosis drugs do not promote this condition. PAS therapy was stopped 
in 5 of the 7 patients during their hospital stay, so this drug may not be the 
causative one. However, PAS is known to produce goiter in over 20 per cent of 
patients after four to twelve months of therapy, and some of these patients 
develop myxedema (10, 11). Jn vitro studies show that it has an antithyroid ac- 
tion similar to that of thiouracil and only slightly weaker; it blocks the formation 
of diiodotyrosine and thyroid hormone. Isoniazid has a similar but less potent 
action, and streptomycin and dihydrostreptomycin have little or no direct 
antithyroid effect (12). In some cases of PAS-goiter there is an elevation of the 
serum cholesterol level, and after the drug is stopped normal thyroid function 
is slow in returning. The effects of hypothyroidism or the use of radioactive 
iodine on blood cholesterol concentration and arteriosclerosis are well known 
(13). Thyroid activity is also known to have an effect on calcium metabolism 
in man (14). 

A great deal has been written regarding the effect of antituberculosis drugs 
on tubercle bacilli, but there is much less in print regarding their acute toxic 
effects. It now seems that these drugs may cause subtle changes in the patient 
that may influence the prognosis. 


CONCLUSIONS 


Administration of antituberculosis drugs in the combination of streptomycin, 
para-aminosalicylic acid and isoniazid increases the rapidity with which bone 1s 
laid down in the healing of fractures in patients with pulmonary tuberculosis. 
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In 3 of the 7 cases of fracture in this study, the pulmonary tuberculosis was dis- 
covered in a general hospital because the attending physician requested x-ray 
examination of the chest. This emphasizes the need for a routine chest roent- 
genogran on all patients admitted, particularly those in the older age groups 
which today constitute the large majority of patients in tuberculosis hospitals. 

Administration of antituberculosis drugs also increases the rapidity with which 
bone-like calcification occurs in such sites as blood vessels or the necrotic areas of 
“aseous tuberculosis. 
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BENIGN CEREBELLAR TUMOUR PRESENTING A MODIFIED 
FOVILLE SYNDROME 


LESLIE J. LEVENE, M.B., B.S.* 
Newcastle-upon-T yne,t England 


In view of the existing confusion regarding the exact definition of Foville’s 
syndrome, it seems worth while to report the following case of benign keratinous 
cerebellar tumour in a patient with neurological symptoms indicating a lesion 
of the brain stem. 


CASE REPORT 


C.H.H., aged 76, a former riveter, was admitted on June 22, 1954. Apparently fit until 
two years before, he then began to have increasing difficulty with walking, and to suffer 
from mild headaches. Six months later he ‘“‘felt queer’’ in bed one night; this was followed 
by uselessness of the left hand, gross weakness of the left leg, and twisting of the left side 
of the face. The face and hand improved, but the leg only slightly. A few months before ad- 
mission, speech was suddenly affected. He had had nocturia twice or thrice per night and 
slight urinary hesitancy. 

The important physical findings were as follows: Pulse rate 108 with regular rhythm; ves- 
sel walls thickened. Blood pressure 210/110 mm. Hg. Crepitations at both lung bases. 

Pupils irregular but equal, reacting to light, convergence and accommodation. There 
was no papilloedema, but the retinal vessels were narrowed, and there was nipping at the 
arterio-venous junctions. Eye movements (both voluntary and reflex) were absent to the 
left of the midline, reflexly fixated movement being elicited from neither eye whether 
tested together or singly. Other eye movements, including convergence, were normal. 

There was left facial weakness (lower motor neurone), but no impairment of first, second, 
fifth, eighth, ninth, tenth, eleventh and twelfth cranial nerves. Speech was markedly 
slurred. 

Excepting for the right ankle reflex, which was normal, the tendon reflexes were all in- 
creased, more so on the left than on the right. Wartenberg’s sign was present on the left, 
but not on the right. Abdominal reflexes were brisk on the left, and noticeably less but 
present on the right. Plantar reflexes were both extensor. 

There was no muscle wasting, and tone was increased in the left arm and leg. Power was 
diminished in the left hand. The patient could not stand. Pain and light-touch sensations 
were not impaired. Stereognosis and joint sense were normal. Vibration sense was dim- 
inished in both feet—a finding not infrequent in old people—and heel-to-knee co-ordination 
of the right leg was impaired. 

The bladder was distended almost to the umbilicus. 

Laboratory data: The hemoglobin level was 107 per cent (15.8 Gm. per 100 ml.). Results 
of Wassermann and Kahn tests were negative. The level of blood urea was 27 mg. per 100 
ml.; and of formaldehyde-stable acid phosphatase, 2.5 K.A. units per 100 ml. X-ray exami- 
nation of the skull and of the chest revealed nothing abnormal. The cerebrospinal fluid 
(lumbar puncture) was slightly turbid; pressure was 85 mm. of water, and the Quecken- 
stedt response was normal; there were 3 white cells per cu. mm.; the protein concentration 
was 60 mg. per 100 ml.; and the Wassermann reaction was negative. 

Summary of neurological findings: Paralysis of conjugate ocular deviation to the left. 
Upper motor neurone disorder of both arms and both legs, and impaired voluntary contra 


* Lately Registrar, Geriatric Unit, Sunderland General Hospital, Sunderland, England. 
+ Address: 78 Manor House Road, Jesmond, Newcastle-upon-Tyne 2, England. 
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of micturition. Lower motor neurone disorder of the left seventh nerve. Cerebellar ataxia 
of vermis type. 

It was thought that the patient might have a pontine lesion, predominantly left sided 
but involving the vermis of the cerebellum, possibly due to a vascular thrombosis or throm- 
boses. 

During his stay in hospital his condition remained static until August 11, when he sud- 
denly collapsed and died. 

Necropsy revealed bilateral hydrocephalus, involving both lateral ventricles, the third 
ventricle and the aqueduct. The cerebellum contained a large, well circumscribed tumour, 
measuring 6 em. in diameter, situated in the midline, obliterating the fourth ventricle. 
It consisted of white, rather friable tissue with areas of hardness approximately 1 em. in 
diameter. Although the tumour appeared to be eroding the pons and producing pressure 
symptoms, it did not appear to be infiltrating. 

Histological examination showed a non-invasive benign growth, which was an epidermoid 
cyst. The capsule consisted of flattened, squamous epithelium, and most of the tumour 
tissue consisted of friable, structureless acidophilic material which appeared to be keratin. 
No cholesterol was found. 


NOMENCLATURE 
The tumour 


Critchley and Ferguson (1) in recounting the various names which have been 
applied to these tumours, remark that they have been called cholesteatomata 
because of the glistening, nacreous capsule which they usually possess (as did 
the present tumour). However, they raise two objections to this widely-used 
term. Firstly, the glistening pearly capsule is also present in such tumours as 
the dermoid and the encapsulated aural cholesteatoma; and secondly, there is 
general agreement that cholesterol plays no essential role in the histology of 
these cerebrospinal growths. Critchley and Ferguson used the word epidermoid, 
which signifies nothing more than a histological description and an epithelial 
origin. 

Tytus and Pennybacker (2) preferred to retain the equally common term 
pearly tumour, introduced by Cruveilhier and used by Virchow, but they in- 
cluded under this heading both epidermoids and dermoids. 

More recently (3) a similarity has been pointed out between these keratinous 
cysts in and about the central nervous system and keratinous cysts elsewhere, 
eg., implantation dermoids, line-of-closure dermoids, and ovarian dermoids. 


The syndrome 


Opinions differ widely on the definition of the syndrome of Foville. 

Tilney and Riley (4) describe the syndrome as consisting of: 1) paralysis of 
the lateral gaze contralateral to the lesion, producing ipsilateral conjugate 
deviation of the eyes, 2) paralysis of lateral rotation of the head contralateral to 
the lesion, producing ipsilateral deviation of the head, and 3) the absence of all 
other sensory and motor symptoms. 

Purves-Stewart (5) defines the syndrome as “nuclear sixth nerve palsy and 
peripheral facial palsy on the same side as the lesion together with hemiplegia 
of the arm and leg on the opposite side.”’ 
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Mutch (6) states that the Foville syndrome “‘consists of paralysis of conjugate 
lateral (eye) movement towards the side of the lesion, associated with a peripheral 
paralysis of the seventh nerve on the same side,” making no mention of contra- 
lateral supranuclear paralyses. Jayle and Ourgaud (7) noted paralysis of hori- 
zontal gaze alone. 

Duke-Elder (8) looks upon the syndrome as an “‘ipsilateral abducens palsy 
(peripheral neuron) with loss of conjugate deviation to the same side, facial 
paralysis of the same side (peripheral neuron) and hemiplegia of the opposite 
limbs (central pyramidal neuron).”’ 

In Brain’s opinion (9) this syndrome consists of ‘‘paralysis of conjugate devia- 
tion to the side of the lesion, with or without facial paralysis of the lower motor 
neurone type on one (that) side and supranuclear paralysis of the bulbar muscles 
and limbs on the opposite side.” He specifically excludes paralysis of the sixth 
nerve by comparison with the Millard-Gubler syndrome. 

With such divergence of opinion, reference to the original description is of 
help. 

Foville (10) described a man with congenital under-development of the right 
arm, who was suffering from a right hemiplegia involving the arm and leg, 
paralysis of conjugate ocular deviation to the left, a left lower motor neurone 
facial paralysis, and vomiting which was taken to be a manifestation of vagal 
affection. General sensation and special senses appeared intact. The provisional 
diagnosis was “‘une apoplexie cérébrale,” affecting the pons. Treatment consisted 
of blood-letting, followed by an emetic, and later ‘“‘une bouteille d’eau de Seid- 
litz.”’ 

A bilateral Foville syndrome has been described (11, 12). 


DISCUSSION 


The Foville syndrome has also been observed in association with disseminated 
sclerosis, encephalitis, haemorrhage, syphilitic and atheromatous vascular 
disease, and glioma. 

According to Freeman, Ammerman and Stanley (13), in only a few cases has 
this syndrome been reported to result from an extra-pontine lesion, and in these 
the lesion was usually massive and in such location as to exercise considerable 
pressure on the pons. In the present case the lesion also obliterated the fourth 
ventricle and led to hydrocephalus. 

Lesions of the pons produce a variety of symptoms, differing according to the 
dorso-ventral and cephalo-caudal situation. Crossed paralysis is the commonest 
manifestation of a major pontine lesion. Frequently the facial nerve is involved 
on one side and the bulbar muscles and limbs on the other. In the Millard-Gubler 
syndrome the abducens nerve is also implicated. More rarely the motor root of 
the trigeminal nerve may be affected. 

The centre for conjugate lateral ocular deviation is generally accepted as 
being in the pons, immediately cephalic to the sixth nerve nucleus. Fibres then 
pass to the ipsilateral sixth nerve nucleus and, via the posterior longitudinal 
bundle, to the contralateral third nerve nucleus, there to influence the internal 
rectus and accessory adductors of the eye (the vertical recti). Higher control is 
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from the opposite second prefrontal convolution at its caudal extremity; fibres 
descend in the corona radiata, internal capsule and cerebral crus, decussating in 
the midbrain. 

A lesion of one sixth nerve nucleus or of the infranuclear pathway causes 
paresis o! the external rectus muscle of the corresponding eye. 


Supranuclear ocular lesions result in pareses, not of individual muscles, but of 
co-ordinated movements. Supporting evidence of the intactness of the final 
common pathway is the retention of the power of convergence, in which the eye 
which fails to adduct in contralateral lateral gaze is able to do so in convergence. 

The supranuclear lesion results in voluntary paralysis with some retention of 
reflex movement, e.g., the eyes are able to follow a finger to the side which can- 
not be viewed voluntarily. When both of these functions are abolished the 
lesion involves the lateral gaze centre in the pons in the vicinity of the sixth 
nerve nucleus. These lesions are permanent, in contrast with lesions above the 
pons, following which there is usually some return of function. 

A lesion involving only those fibres joining the posterior longitudinal bundle 
results only in paralysis of the adducting eye in lateral gaze. Centrally placed 
lesions can affect both posterior longitudinal bundles, in which case, in lateral 
gaze to either side the adducting eye is paralysed or weak (ophthalmoplegia 
internuclearis anterior of Lhermitte). 

In the patient reported here, the permanent loss of voluntary and reflex lateral 
gaze with retention of convergence suggested a pontine lesion centred (on the 
left side) immediately cephalic to the sixth nerve nucleus. This, in addition to 
disrupting the centre for leftward gaze, interrupted the intrapontine outgoing 
fibres from the left seventh nerve nucleus as they curl round the cephalic aspect 
of the sixth nerve nucleus. 

A supranuclear hemiplegia of the opposite side completed the picture of 
Foville’s syndrome. There were also the features of ipsilateral supranuclear limb 
paralyses, and of a lesion of the vermis of the cerebellum. This was suggested 
by the gross ataxia, preventing all locomotion, in the absence of classical cere- 
bellar inco-ordination on formal testing, together with the gross dysarthria and 
virtual absence of nystagmus. 

In the available literature I have not found a case identical with that of 
Foville. Some differ by absence of some of the signs, but most differ by the pres- 
ence of additional signs. Indeed there are many border-line cases which have been 
termed Foville syndrome, and the reader is left with the conclusion that some 
authors require only the presence of paralysis of conjugate lateral deviation in 
one direction for a diagnosis of Foville syndrome, irrespective of the rest of the 
clinical features. This is admitted by Jayle and Ourgaud (7) who state: ‘The 
syndrome of Foville ...is now looked upon as typified by paralyses of hori- 
zontal gaze.” 

They continue: “Classically, both voluntary and reflex movement are affected 
in the same direction; we think, however, that this is too strict a criterion, and 
one of us has had the opportunity of seeing cases of Foville syndrome associated 
with nystagmus in several directions.”’ 

These authors describe an atypical Foville syndrome showing paralysis of 
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lateral gaze of the adducted eye, and nystagmus of the abducted eye without 
corresponding blocking of its lateral movement. They then discuss two differing 
types of an incomplete (fruste) atypical Foville syndrome, each of which shows q 
form of nystagmus and neither of which involves ocular paralyses. 

Urechia (14) describes a man with a hemiplegia involving the left arm and 
leg, and with glossopharyngeal affection, the only eye sign being a left ptosis, 
This was called a simplified Foville syndrome. 


CONCLUSIONS 

It seems likely that the syndrome as originally described by Foville occurs 
rarely, and then probably more often as a stage in a progressive lesion. Never- 
theless, as shown, many authors have given too liberal an interpretation to the 
term ‘‘Foville syndrome.” 

The salient feature of the recorded case is that this complicated neurological 
picture, localizable to the brain stem, was caused in a frail old man (in itself a 
deterrent to surgery) by a benign, operable brain tumour. Had the true nature 
of the pathologic condition been realised, skilled neurosurgery might have re- 
sulted in considerable symptomatic improvement, prevention of progression, 
and prolongation of life. 


SUMMARY 


A case of modified Foville syndrome caused by a mid-line cerebellar epidermoid 
cyst is presented. 

Foville’s findings in his own case are listed, and the extent to which some 
authors have misused the term ‘‘Foville syndrome” is indicated. 

The potential operability of the present case is considered. 
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CHANGING ATTITUDES ON GROWING OLDER 
EDWARD PODOLSKY, M.D.* 
Brooklyn, New York 


lor a great many years it has been observed that as a person grows older he 
undergoes certain mental and emotional changes in attitudes and outlooks, and 
becomes acutely aware of certain functions and parts of his body. The skin js 
one of these. It is the most external and visible part of the individual and is one 
of the first systems to show aging. Women, particularly, are constantly aware of 
the importance of the skin in their general health, and are quite upset when any 
changes become apparent. 

Although the general sensitivity of the skin is barely impaired by the process 
of growing older, the senses of hearing and seeing are definitely impaired. The 
central nervous system is a delicately organized and balanced mechanism, and 
aging brings about certain changes. First there is a decrease in the speed of 
motor activity, and much later a decrease in the ability to sustain prolonged 
mental activity. Changes in the stability of the nervous system also bring about 
changes in the endocrine glands, another important system of organs very much 
involved in the process of growing older. It is evident that the first tissues to 
show signs of aging are those concerned with the nervous system and the skin. 

On the other hand, the organs not too intimately associated with the higher 
functions—the stomach and intestines, the excretory organs, and those com- 
posed of smooth muscle—are the least affected in the process of aging. These 
systems show few changes as we grow older and are little reduced in efficiency. 

What makes the aging person conservative and unyielding? Psychiatrists 
have sought and found a most interesting and illuminating answer. The dis- 
turbances in function, loss of efficiency, and increase of painful sensations as- 
sociated with the changes of aging in these vital organs give rise to an inner sense 
of tension and anxiety. The decreased efficiency makes it impossible to readjust 
to new demands. To break away from adjustments already made (even though 
faulty), to give up ingrained forms of behavior, or to make adjustments to novel 
and untried situations, serves only to increase the inner feelings of tension and 
anxiety. Thus, even considering change becomes a painful and anxious process. 

The aging person reacts to all this as to some danger, with hostility and ir- 
ritability. The constantly changing world is regarded with fear and suspicion. 
After the passage of so many years, he has become settled in his ways of thinking, 
acting and feeling, and has found patterns that suit him well and give him the 
greatest amount of comfort. This feeling of comfort has been attained after years 
of trial and error and, for him, is tailor-made. Therefore he clings to this old 
and habitual pattern of behavior, because it provides the greatest sense of 
security and helps to ward off feelings of apprehension and anxiety. 

Thus satisfied, why should he seek to make new evaluations, new orientations. 


* Address: 1049 East 18th Street, Brooklyn, New York. 
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new adaptations? Who knows what these may bring? He is already fully pre- 
occupied with the process of growing old, and with facing new anxieties and 
tensions because he is growing old. He already has his hands full in trying to 
maintain his effectiveness as a human being who is undergoing frightening 
physiologic and psychologic changes. He has no desire to experiment with the 
new when the old is satisfactory. The fact that in the midst of an ever-changing 
social environment the aging person is also undergoing-rapid changes in his 
individual emotional and social economy, further complicates the task of re- 
adjustment. 

The usual conservatism and rigid traditionalism of the aging person may thus 
be regarded as a manifestation of spiritual rigidity and an expression of a need to 
cling to a world in which he has achieved his greatest gratification and sense of 
inner harmony. 

Reminiscing is another characteristic of growing old. Reminiscing is essentially 
fantasy in which the old world of satisfaction is recalled in a warm glow of pleas- 
ure. This is a common habit, and is useful in that it affords some degree of pleas- 
ure and helps to ease inner fears and tensions. 

Misoneism is a name given to an extreme form of conservatism found in the 
aged. The person thus affected tolerates no change whatever in the usual order 
of things. He must do the same thing day after day, sit in the same chair, eat 
the same food, and take the same route in his daily walk. In this way he attempts 
to make time stand still and halt its ravages. Time is a terrible enemy of the old. 

Conservatism is a defense against anxiety. The aging person believes that his 
conservatism is justified by wisdom and judgment based on life-long experience. 
Miles (1) finds that in the old “an interest to better mankind is as pure and 
unselfish as any which social man can develop.”’ Wissler (2) observes in the 
aging the “relentless momentum of the living culture,”’ and speaking generally 
he says, ‘‘In the main, it is an old man’s world.’”’ Conservatism, therefore, under 
normal circumstances, serves a useful function for man as a unit and as a society. 

Dewey (3) remarked that ‘‘past experience and maturity may tend to render 
human beings more and more skeptical to the value of innovation,” and further 
stated that “there is no well grounded way of connecting conservatism of this 
type with any inherent biological processes.’”’ However, if we concede that 
environment is undergoing constant change, innovation and readaptation are 
necessities, speaking both from the viewpoint of the individual and the group. 
Moreover, since conservatism is a psychologic process, we must concede that 
conservatism is of value to the individual under certain specific circumstances in 
which, without it, the total personality would collapse. 

By far the largest group of the aging are those persons whose total personality 
is strong enough, and whose compensations are sufficient to make adjustment to 
old age possible without nervous derangement. 

The rate at which the effects of aging take place is a factor of importance in , 
the severity of personality changes. It comes into prominence when one con- 
siders the difference in the climacteric period between men and women. Emo- 
tional disturbances in women at this time are more frequent and often of greater 
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intensity. Involutional melancholia is also more frequent in women. This may 
be due to the fact that the cessation of the reproductive phase is more abrupt Md 
women, and generally earlier. 

When the aging person has succeeded in making readjustments within him. 
self and his environment in such a way that there is no cropping up of anxieties 
and tensions, he has attained what he has sought for, and no attempts should 
be made to change him. It is for the aging person who experiences new anxieties 
and conflicts as he grows older that new adaptations and changes should be 
sought. 

The aging person who attains a state of mind in which he pictures himself as 
useless and burdensome, and who because of this is fearful and anxious, requires 
guidance. Retirement from a life-long activity into inaction and boredom js 
fatal. Such a person should seek new avenues of activity which are compatible 
with his physical and mental resources. He can engage in new pursuits which are 
socially useful to himself and to society. He may acquire some part-time activity 
in which his considerable experience and wisdom are of great value. In this way 
he does not lose his self-respect, and a sense of being useful is acquired. 

The person who has led an intellectual and creative life during his prime can 
continue to do so in old age. Whenever possible, the aged person should not retire 
altogether from what he has been doing all his life. When he retains a sense of 
being useful he is also able to avoid feelings of despair, and emotional tension. 
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INTRODUCTION OF CORRECTIVE THERAPY IN A GERIATRIC 
SERVICE OF A MENTAL HOSPITAL 


MILTON RODOFSKY, M.D.* anp KENNETH DENINGt 


Brockton Veterans Administration Hospital, Brockton, Massachusetts 


Physicians are becoming increasingly aware of the importance of the total 
hospital staff in the treatment of the psychiatric patient. The psychiatrist can 
spend a limited amount of time with each patient but the bulk of the patient’s 
time is spent with nursing and rehabilitation personnel whose therapeutic 
potential we are only beginning to realize and exploit. Adjunctive therapies are 
an essential part of rehabilitation, as they help in attaining immediate treatment 
objectives and can definitely affect prognosis. If rehabilitation personnel are not 
included in the treatment plan, the psychiatrist’s efforts may be completely 
negated, in many instances. 

The Physical Medicine and Rehabilitation (PM & R) Service in the Veterans 
Administration is divided into 6 sections: Physical, Corrective, Educational, 
Occupational, Manual Arts, and Industrial Therapies. This paper will discuss 
only the place of Corrective Therapy in the treatment of geriatric patients in a 
mental hospital. The results of fourteen months’ experience strongly indicate 
that the addition of this section has been a useful tool in the rehabilitation of 
many of our patients. 


CORRECTIVE THERAPY PROGRAM 


In the program to be described, we were dealing with a population of 116 
patients. The mean age was 61, and the average length of hospitalization was 
twenty years. 

The psychiatrist in the Geriatric Service was also engaged in another service, 
part-time. It became obvious that he needed to secure as much assistance as 
possible from other services. With this in mind, Corrective Therapy was intro- 
duced over a year ago. Prior to that time, patients had been, and are still, served 
by the other 5 components of the PM & R Service. The relationship and value 
of these will be discussed at another time. 

In addition, the Geriatric Service is staffed by a psychologist, a social worker, 
a nurse on each ward and psychiatric aides. Every employee who comes into 
contact with patients is considered to be a source of therapeutic relationships. 
We believe, for example, that our ward clerks render valuable therapeutic as- 
sistance in their attitudes and answers to patient’s questions. The smallest link 
can break the chain of therapy which must prevail through all people who render 
service to our patients. 


* Staff Psychiatrist, Brockton VA Hospital. 
Present address: 39 Gramercy Park, New York 10, N. Y. 
t Chief, Corrective Therapy, PM&R Service, Brockton VA Hospital. 
Present address: Sun Mount, N. Y. 
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The time for intensive individual psychotherapy is minimal because of numer. 
ous demands upon the personnel—administratively and professionally. Drug 
therapy is used in the form of Thorazine, Metrazol, Serpasil, Equanil, dormison, 
vitamins, and glutavites. When these medications are effective, they make the 
patient more accessible to the formation of interpersonal relationships and 
create a further demand for attention. 

The corrective therapist assists in two directions in the Geriatric Service: 
1) he stimulates the patient physiologically to function more effectively and 
usefully, and 2) concurrently he raises the psychologic level of the patient, mak- 
ing available energies and relationships not apparent before. The medical author 
has prescribed corrective therapy for psychiatric patients having a variety of 
neurologic and medical conditions, with no apparent limitations in this respect, 

The experience and technique of the corrective therapist can help tremen- 
dously, for example, in enabling the hemiplegic patient to regain such musele 
power as remains in the diseased part. It is often amazing to learn how much 
functional ability remains in the affected limb—unknown and unavailable to 
the patient, until confronted with the truth. The therapist can frequently enable 
a patient previously confined to a wheelchair to walk again with slight or no 
assistance. In some geriatric patients who sit around all day, non-healing ulcers 
develop over the site of varicose veins; these can be greatly helped by exercises 
of the corrective therapist. The man who cannot walk because of weakness (he 
says) discovers something in himself when he finds himself running a few paces 
after a ball. Similarly, many patients with limitations in range of motion, specific 
weaknesses, postural problems, gait disturbances and problems in self-care 
function can be effectively helped. 

During corrective treatment in the case of an arteriosclerotic hemiplegic pa- 
tient with a history of three cerebral accidents in three years, we observed im- 
provement in speech as well as in function of the affected arm and leg. This 
man had been unmanageable at home. On admission to the geriatric service, he 
was irritable, antagonistic, and unable to walk without assistance. After eight 
weeks of individual corrective therapy he learned to his own joy, and the satis- 
faction of his elderly wife, that he still had plenty of function in his previously 
paralyzed arm and leg. He relearned the use of the affected parts. Instead of griping, 
there was groping for how much he could get out of life. Instead of the hostile 
person, there was a smiling, thankful, reasonably self-sufficient elderly man. A 
personality was revived, and the patient personally stated to the author that he 
had much to live for. He now felt that he could secure an apartment on the 
ground floor, since he could go out by himself again after three years of confine- 
ment to his home. 

This work is being repeated in other situations. In fact, we are trying out new 
situations and constantly learning of new possibilities for the corrective thera- 
pists. 

What can corrective therapy do for the patient from the standpoint of his 
psychosis? It can tone up the patient’s muscles through active exercises of various 
types and can improve emotional tone as wel!. In individual treatment the 
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therapist achieves a working relationship with the patient, allays his fears and 
suspicions, gives him confidence and self-assurance, helps to develop his interests, 
and then gets him to maintain and improve on this in the group situations. In 
the group environment, the therapist encourages the patient to become interested 
in others. 

A major characteristic of schizophrenia is seclusiveness and isolation. Through 
group games and group activities centered around the use of exercise, the schizo- 
phrenic patient is brought face to face with his fellow man. Just to be made to 
eall out 2 fellow patient’s name and pass the ball to him is to become aware that 
that person exists and wants to be friendly. 

We can observe the elderly psychotic patient learning to know his neighbor, 
getting to know his name, where he came from, and many things about him. 
Prior to the introduction of these PM & R programs, the reverse was true: 
patients would sit in the same wards in the same chair, day by day, never notic- 
ing their neighbors or other patients. Little by little, things have changed. Added 
together, all the therapies have helped to create a more pleasant and cheerful 
atmosphere. We have more optimistic notes about patients, and they are grad- 
uating to higher and more complex types of rehabilitation. Those who had been 
considered permanently institutionalized are now asking for help from the social 
workers in getting out of the hospital. 

The corrective therapy program for patients in the geriatric age group is 
divided into 2 phases: 1) individual treatment for specific physical or mental 
disabilities and, 2) treatment in small groups for more generalized objectives. All 
treatment is given in the building in which the patients live. The therapist calls 
for the patients needing individual treatment and assists the ward aides in col- 
lecting the groups. He maintains continuous liaison with the ward nurse, aides 
and psychiatric team members. The resultant flow of information is most helpful 
to all concerned and assures continuity as well as meaningful treatment by the 
therapist. 

The fact that all treatment is given in the immediate ward area creates a 
flexibility in programming which is considered essential to its success. The age 
and degrees of infirmity in this group create special ward problems which may 
mean that patients are not always available at the same times daily. The schedule 
may be altered for them as necessary. Patients who show appropriate improve- 
ment during individual treatment may be carefully worked into the group 
programs where broader objectives may be stressed. Conversely, patients who 
appear to warrant individual treatment may be removed from groups for that 
purpose if the ward physician feels that such a move is justified. 

EQUIPMENT 

The program is conducted on the ward, using a small room for an individual 
treatment clinic and available alcove space for group treatment. It is conducted 
outdoors in suitable weather. 

Equipment needs for group treatment are rather simple—balls of various 
sizes, rubber quoits, horseshoes, softball gloves, and a croquet set. A plinth, a 
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straight chair, a stationary bicycle and various weight-resistance devices such as 
dumbbells, metal boots and pulleys are used for individual work. A stall bar set 
and a full-length mirror are useful items in posture work but are not essential. 
A mirror is a fine motivational device because the patient can see his faults; 
thus the exercises become more meaningful and his best efforts are made. Stal] 
bars are useful in the accomplishment of many posture and conditioning exer. 
cises; they permit several patients to perform exercises alternately and to agsist 
each other. 


INDIVIDUAL TREATMENT 


Objectives of individual treatment vary with the disability, and are set by the 
physician’s prescription. Some of the objectives which can be achieved are: 
1. To teach ambulation and elevation activities. 
2. To teach self-care activities which will help make the patient independent 
of assistance on the ward. 
3. To improve physical endurance and work tolerance for the purpose of 
introducing vocational objectives. 
4. To motivate and stimulate specific patients into broader phases of partici- 
pation. 
5. To improve posture and faulty body mechanics through appropriate 
exercise. 
In carrying out this individual treatment, the therapist is usually confronted 
with the dual problems of mental and physical illness. He, therefore, attempts to 
uphold the philosophy of the psychiatrist—that the treatment job is both psycho- 
logic and physiologic. 


GROUP TREATMENT 


Group treatment provides activities commensurate with the patient’s level of 
activity and ability to comprehend and perform. The ideal group size is 10-12 
patients. This provides for individual attention, encouragement and supervision 
within the small group framework. The program functions best for geriatric 
patients if some things in it remain constant and constitute a familiar pattern. 

As the groups improve, more variety can be introduced and activities may 
include off-ward recreation such as modified games of softball, volleyball, 
hikes and relays. 

To answer the primary need for resocialization, our program utilizes mild 
calisthenics and group circle games which can be varied extensively. The therapist 
sets the tone for the period by assembling and organizing the group while giving 
a few introductory exercises. From this point on, the patients take over the 
program while the therapist guides it as unobtrusively as he deems advisable. 
All patients are invited to give an exercise of their own choosing, to give in- 
structions, to set the cadence, to count and make corrections as they see fit. It is 
our observation that geriatric patients are surprisingly interested in these physi- 
‘al endeavors, are interested in conditioning themselves and, in general, are 
enthusiastic about reviving exercises or skills they may have learned much 
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earlier in life. These activities encourage the use of initiative, verbal and physical 
expression and memory; they require a progressive extension of attention-span 
and satisfy certain individual needs for expression. They call the individual to 
the attention of the group and help fix his name and degree of progress in the 
minds of other patients. 

In circle games, patients face inward and within 2 or 3 feet of each other. 
Progression is achieved through increasing the demands on the patient to respond 
socially, as well as the complexity of the activity. The variety of techniques used 
would create material for a separate discussion. However, individual participa- 
tion is again stressed by having all patients take turns in the center of the circle 
to initiate activities, to call other patients by name and to express themselves 
freely. 

Mild competition is introduced through relays which are modified to suit the 
groups, and through small team games such as horseshoes or croquet. 

The activity is secondary to the desired results. For this reason, simple equip- 
ment may be used. The therapist’s technique in handling individual and group 
situations is more important than the modality in development of a program, in 
our experience. The overall objective is to help the patient to progress to pro- 
grams of higher level where he is required to function in a more responsible 
manner. 

The therapist must coordinate his program with those of other sections and 
personnel working with the patient. Periodic meetings are held in the PM & R 
Service for this purpose. In addition, progress notes are submitted to the ward 
psychiatrist and team members, providing information regarding each patient’s 
ability, reactions and behavior in the corrective therapy program. 


SUMMARY 


The introduction of a corrective therapy program in a geriatric service, and 
some of the effects, are described. The program, equipment, and general and 
specific objectives are explained. 





DEVELOPMENTAL DIFFERENCES BETWEEN THE SUCCESSFUL 
AND UNSUCCESSFUL AGED* 


WILLIAM PAPPAS, M.S.W. ann REUBEN J. SILVER, Pu.D. 


Fergus Falls State Hospital, Fergus Falls, Minnesota 


Varied and contradictory reasons for successful aging are reported in the 
literature. Some writers (1) indicate that the greater the degree of religious 
adherence in old age, the better the apparent adjustment. Others (2) believe 
that the religious institutionalized person is poorly adjusted socially. In some 
studies (3-6), successful old people are reported to have many interests and 
activities, to continue contacts with other people, to be engaged in useful work 
of some sort, and to have a variety of abilities, e.g., music, gardening, cooking or 
handicrafts. 

In general, the conclusion from descriptive studies (2, 6, 7) is that institution- 
alized people are less happy and have a poorer adjustment than those functioning 
outside of institutions. Since these investigations have concentrated mainly on 
current situations, there has been little attempt to uncover possible develop- 
mental differences between the groups of aged persons involved. 

Our study is broader in scope than that of previous investigations. We have 
analyzed the developmental differences between people who age unsuccessfully 
(t.e., those in whom a mental illness develops in old age) and those who are well 
adjusted in their older years. 


METHOD 


All patients who, on first admission to the Fergus Falls State Hospital, were 
more than 65 years of age were screened during the first month of hospitalization. 
Those who could not speak English and who were not of the white race were 
excluded. Fifty-six patients who were more than 65 years old were admitted to 
the hospital during the four-month period beginning July 1, 1956. Twelve of 
these did not meet our criteria. Eleven who met our criteria were dropped from 
the study for various reasons, e.g., relatives were not available, and the patient 
died or was discharged before adequate data could be compiled. Finally, 33 
patients—12 men and 21 women—were available for study. The diagnoses were 
as follows: senile brain disease, 3; chronic brain syndrome associated with ciret- 
latory disturbance other than cerebral arteriosclerosis, 17; psychoneurotie 
disorders, 2; psychotic depressive reaction, 2; adjustment reaction of late life, 1}; 
involutional psychotic reaction, 5; schizophrenic reaction, 1; paranoid state, |; 
and chronic brain syndrome with brain trauma, 1. 

Each subject in our study group was matched for age, sex, socio-economic 
status (8) and general geographic origin with a person in his own community 4% 
a control. Most subjects had lived in a rural community. The mean age for both 
groups was 75 years, and the mean socio-economic index was 4.4. 


* Supported in part by a grant from the Department of Welfare, State of Minnesota. 
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In selecting our control group we enlisted the aid of the family physicians of 
our patients. When the physician was unable to match our patient with someone in 
his community, we turned to other sources, e.g., county welfare boards, county 
nurses, ind the Red Cross. 

Only persons who had never been in a mental hospital were included in our 
control group. Those who, though not hospitalized, appeared maladjusted on 
interview were excluded. 

In order to evaluate the developmental history of our groups, we constructed 
a standard schedule. Each subject was asked the questions on the schedule. In 
addition, we interviewed at least one informant who was familiar with the person 
being questioned. When the subject and the informant disagreed, the interviewer 
decided which answer to accept as valid. 

Each interview was electrically recorded. This procedure permitted a person 
not present at the interview to score the standard schedule. By selecting a 
random sample of 10 interviews, we found 86 per cent agreement between 2 
raters on the scoring of the schedule. 


RESULTS 
Ch tldhood 


During early childhood (0-6 years), the patients were not significantly dif- 
ferent from the control community subjects. Both groups were described as 
quiet, good, obedient, shy, and somewhat withdrawn children who were remark- 
ably free from problems relating to health, feeding, sleeping and toilet training. 
Neither group was described as being different from their siblings. 

Caution must be exercised in interpreting this finding. For one thing, infor- 
mants were frequently unable to answer questions relating to the subject’s early 
childhood. Then, too, the items dealing with this area may have been open to 
retrospective falsification. However, the two groups were similar even on ob- 
jective items, e.g., order of birth, size of family, and sex distribution of siblings. 

No significant differences were found between the two groups in the area of 
education—amount of education, school achievement, attitude toward educa- 
tion, adjustment to pupils, and reason for leaving school. 


Leisure-time activities 


In general, patients and control community subjects were similar in their 
life-long pattern of leisure-time activity. Both groups were raised in families 
that participated equally in such activity. During the ages 7—20, the two groups 
Were similar in the number and types of interests, such as introverted and extro- 
verted pursuits, crafts, and musical activity. In the adult years (after age 18) 
patients and control subjects were similar in the number and types of hobbies, 
and the degree and nature of participation in organizations. Only in late life did 
the groups become dissimilar. After age 60, the patients were significantly dif- 
ferent from the control subjects in their recreational plans. Whereas community 
subjects had concrete, realistic plans, the patients had either vague or non- 
existent ambitions for recreation. 
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TABLE 1 


Summary of x*s between Patients and Control Community Subjects in the Area of 
Religion 


Frequency of church attendance (ages 13-20)... 

Frequency of church attendance (ages 21-55). . 

Frequency of church attendance (beyond age 55). 

Similarity of subject’s church attendance to family pattern... 
Importance of church to subject 


TABLE 2 
Summary of x’°s between Patients and Control Community Subjects in 
Adult Interpersonal Relationships 


x? 


Number of close friends “? ; , 8.46 
Pattern of relating to others..... PS chanics 26.76 
Reaction to authority bath antl ee eee 28 .68 








Religion 


Religion played an important role in the lives of both patients and control 
community subjects. Both groups considered religion of infinite spiritual value, 
and during early adulthood (13-20 years) they attended church with the same 
frequency. After age 21 the control subjects continued this frequency, which was 
taught in the home (Table 1). The patients, however, deviated significantly from 
their control counterparts, in that they attended church less often. 


Interpersonal relationships 


In relating to others, the patients were significantly different from the control 
community subjects (Table 2). During adulthood the patients related to others 
in a narcissistic, dependent, or aggressive manner. The control subjects, on the 
other hand, had a mature relationship with others. In addition, the two groups 
reacted in a significantly different way to authority. Whereas the patients were 
conforming and submissive, the control subjects accepted authority as a neces 
sity. This difference in relating to people was observable in the number of close 
friends; patients had significantly fewer close friends than did community sub- 
jects. (A close friend is defined as a non-relative in whom one can confide.) 
However, subjects of each group had lasting close friends who were of the same 
sex, 


Family relationships 


During childhood, both patients and control community subjects spent very 
little leisure time with either parent. In most cases, the mother was too busy 
with her housework, and the father was too occupied with his work. Despite 
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TABLE 3 


Summary of x*s between Patients and Control Community Subjects in the Area of 
Family Relationships 


Method of relating to mother (ages 0-12)..... 

Method of relating to mother (beyond age 12)... 

Method of relating to father (ages 0-12)............ 

Method of relating to father (beyond age 12)...... 

Method of relating to siblings (ages 7-20) - 

Number of family members to whom subject related.......... 

Nature of positive relationships.............................. 

Frequency with which subject displeased family (ages 0-18)... 

Frequency with which subject displeased family (beyond 
age 18) 

rn Ces GD CU Ss waa ws od ee ede as edie vis 3.4 10 








this similarity, patients and control subjects were significantly different in 
relating to parents (Table 3). For example, patients were overly submissive; 
they never displeased their parents. The control subjects, on the other hand 
had a good “‘give-and-take”’ relationship with parents. Perhaps, because of 
submissiveness, the patients tended to be less willing to leave home in order to 
assume adult responsibility. 

During the ages 7-20, both groups spent equal amounts of leisure time with 
siblings, but in the case of the patients the relationship was significantly in- 
consistent. Throughout life, the patients related to fewer family members than 
did the control subjects. In these positive relationships, patients were more 
dependent than the controls. 

These differences were not the result of family discord, nor were they the result 
of differential work demands placed on the subjects during childhood. For 
example, both groups performed similar chores, which were not different from 
the work demanded of siblings. 


Marriage 


The two groups were similar in marital status, attitude toward marriage, and 
age at marriage. Although the patients related poorly to other people, they were 
similar to control community subjects in their adjustment to mates. 

The adequacy of the marital adjustment of patients was questionable. Al- 
though there were few open disagreements, a significantly greater number of 
patients were dissatisfied with the financial arrangements. Since both groups 
were of similar socio-economic status (class 4), the patients must have resented 
either their low position or the passive role they played in the marriage. 

Interesting differences were observed in the method of relating to children 
(Table 4). In contrast to the control subjects, the patients spent very little 
leisure time with their children and related poorly to them, 7.e., the relationship 
Was inconsistent. 
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TABLE 4 


Summary of x*s between Patients and Control Community Subjects in the Area of 
Subject’s Marriage 








Amount of leisure time spent with children under 7 years of 
age 

Amount of leisure time spent with children 7-16 years of age. 

Method of relating to male children. . 

Method of relating to female children... 

Adequacy of financial arrangements...... 


TABLE 5 


Summary of x*s between Patients and Control Community Subjects in Area of 
Attitudes in in Late Life 








Attitude toward late life at ages 40-55..... 

Attitude toward accomplishments at ages 55-65 . Se enewaie nike 
Nature of future work plans at age 60. . 

Number retired from work. 

Amount of satisfaction with last job 





Occupation 


The most permanent occupations were classified as follows: 1) farmer, 2) un- 
skilled worker, and 3) housewife. Analysis of these data revealed no significant 
differences between the two groups. Neither the number of jobs nor the degree of 
satisfaction derived from work was a distinguishing feature. It should be noted, 
however, that in most cases the permanent work was identical with the subject’: 
early desea. 


Attitude toward late life 


During the ages 40-55, the patients were significantly different from the 
control community subjects in their attitude toward the years ahead (Table 5). 
Whereas the patients were indifferent, ambivalent, or unwilling to look to the 
future, the control subjects looked forward to the years ahead. At ages 55-66, 
this difference in attitude toward late life was reflected in future work plans. 
The control community subjects had realistic work plans for the future, whereas 
the patients either lacked plans or had unrealistic ones. During this period, 
control subjects were more satisfied with their life’s accomplishments than were 
patients. As we might expect, patients, unlike control subjects, were dissatisfied 
or ambivalent about their last jobs. Perhaps all of these considerations con- 
tributed to retirement, for significantly more patients than control subjects had 
retired from work. However, length of retirement did not provide a basis fot 
differentiation. 
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TABLE 6 


Summa:y of x*s between Patients and Control Community Subjects in Area of Health 


P< 


Number of illmesses........ ye Tee Sere 46 01 
Duration of illness. ..... Ma a .98 01 
Veual reaction to illmess....................... , : 01 
Number of handicaps occurring at different ages... .. wi 7 02 
Reaction to handicap vee 24. .001 
Type of handicap Se ies ns 5. .001 


TABLE 7 


Summary of x*s between Patients and Control Community Subjects in Area of 
Disturbing Events 


Number of disturbing events after age 60. .... 
Nature of disturbing events after age 60. . 


Health 

From Table 6 it may be seen that the two groups were significantly different in 
the area of health. Patients had more illnesses, were sick for a longer time, 
frequently defied the physician’s suggestions, and denied the illness. However, 
the age at which illness occurred was virtually the same in patients and controls. 

There was no difference between groups with regard to such factors as number 
of operations, age at time of surgery, number of accidents, and number of 
handicaps. However, in a significantly greater number of patients, the handicap 
occurred after age 71. Regardless of the age at which the handicap occurred, 
significantly more patients than control subjects had their life pattern altered. 

Handicaps were classified as those with, and those without, involvement of the 
central nervous system. Analysis of these data revealed that significantly more 
patients than control subjects had handicaps involving the central nervous 
system. 


Disturbing events in late life 

Events which disturbed the subjects after age 60 were classified as follows: 
1) physical illness or injury, 2) retirement, 3) loss of loved one, and 4) rejection. 
Patients were upset by significantly more events than were control subjects 
(Table 7). However, the nature of the disturbing event was not a differentiating 
factor. 


DISCUSSION 


The histories of our subjects suggest that unsuccessful elderly people are 
maladjusted during most of their lives. However, because they are a passive, 
submissive group, their problems are not evident during early childhood. Since 
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such patients have always related poorly to others, they probably suffer ap 
emotional deprivation in childhood which precludes mature relationships late 
in life. 

The passive, submissive role of the unsuccessful old person has permitted him 
to adjust to marriage as adequately as his control counterpart. Perhaps, in the 
selection of a mate, he has satisfied neurotic traits of his partner. 

Despite the life-long maladjustment, the unsuccessful old person prior to age 6 
takes part in the same leisure-time activities as does the successful person of 
similar age. In late life, however, the recreational plans of the unsuccessful are 
inadequate. Other writers (3, 6, 9, 10) have reported similar findings. 

Inadequate leisure-time and work activity in late life may result from poor 
physical health. Our findings indicate that patients have more illnesses than do 
community subjects. Then, too, more patients than community subjects have 
their life pattern altered by handicaps. Obviously illnesses and handicaps inter. 
fere with activity. Albrecht (11) also reported that a high handicap score is 
related to low activity and somewhat to poor adjustment. 

The nature of the handicap may also be causal in unsuccessful aging. Since 
more patients than control community subjects had handicaps which resulted 
from involvement of the central nervous system, psychoses could have been 
produced by organic changes. However, Sands and Rothschild (12) suggest that 
although the “normal” senile person may not escape senile changes in the brain, 
he does not become psychotic because he is more emotionally mature, 7.e., he 
has a “less dependent relationship with objects. When he must, by virtue of 
his age and diminished capacity, alter his way of life, he can accept the situation 
with some grace and understanding.’’ Perhaps the unsuccessful aged person uses 
his handicap and his illness to satisfy emotional needs. 

Unsuccessful aging may be, as Sands and Rothschild (12) suggest, a pathologie 
exaggeration of life-long trends. If so, as the patient becomes older, his relation- 
ship with others may deteriorate to the point where he isolates himself from group 
participation and casual friendships. Recreation, therefore, becomes inadequate. 
Since his needs are not satisfied, he chooses a psychosis rather than to continue 
facing frustration. Because he has a more dependent relationship to objects, the 
unsuccessful aged person sees certain events as major stresses. Escape to psycho- 
sis is his solution. 


SUMMARY 


The question of possible developmental differences between ‘unsuccessful’ 
and “‘successful’’ aged persons was studied in 33 inmates of a state mental 
hospital and in 33 control community subjects. Patients whose first admission 
occurred after age 65 were matched with community subjects for age, sex, 
socio-economic status, and general geographic origin. The following results were 
obtained : 

1. The two groups had many similarities. For example, they were described 
as being alike in childhood, in educational achievement, in occupation, and 
leisure-time activity during the greater part of their lifetimes. 
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9. Throughout life the patients had a dependent, submissive relationship to 
parents and siblings which was reflected in their relationships to other people. 

3. The patient group sustained more stress during late adulthood, e.g., poor 
health, retirement, or economic problems. 

4. After age 60, the patients had become less active in the areas of work and 
leisure-time activity. They did not look forward to the years ahead and were 
dissatisfied with their life accomplishments. 

These findings imply the existence of characteristics which contribute to 
unsuccessful aging. 
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HORMONAL INFLUENCES ON THE SERUM LIPIDS. 
Adlersberg, D. Seminar on Atherosclerosis, Am. J. Med. 23: 769 (Nov.) 1957. 


This is a lengthy review of evidence with regard to hormonal influences upon lipid metab. 
olism. The influence of the thyroid, the gonads, the adrenals, the pancreas, and the pitui- 
tary is discussed with pertinent citations from the literature to experimental and clinical 
studies. The physiologic regulation of lipid metabolism is emphasized and also the possible 
application of hormonal substances to the prevention of atherosclerosis and related dis. 
turbances in lipids. (148 references.) 


VALORE DELLA FOTOGRAFIA ALL’INFRAROSSO NELLA DIAGNOSI DIFFERENZIALE 
DEGLI ANGLIOMI CUTANEI (THE VALUE OF INFRA-RED PHOTOGRAPHY IN THE 
DIFFERENTIAL DIAGNOSIS OF CUTANEOUS ANGIOMAS). 

Bianco, T. Gazz. internaz. med. 62: 339, 1957; through Ciba Literature Review 
2: 242, 1957. 


Superficial angiomas are not usually difficult to diagnose. As regards the subcutaneous 
forms, however, it may be hard to distinguish them from lipomas, cysts, neurinomas, tera- 
tomas, or small meningoceles. Infra-red photography has proved to be a valuable aid in 
all doubtful cases. The infra-red rays penetrate much more deeply into the skin than visible 
light and are absorbed by the venous blood. The poorer the blood is in oxygen, as in the case 
of cavernous angiomas, the clearer the definition. The veins situated not too far beneath 
the surface, but which are not visible to the naked eye or on ordinary photographs, are 
therefore well defined in the infra-red picture. It is thus also possible to determine with 
great accuracy the extent of intracutaneous or subcutaneous vascular tumors. Infra-red 
photography, however, is not only important from the point of view of differential diagno- 
sis. It also allows the limits of the angioma to be determined, which is a great help to the 
surgeon because he is able thus to extirpate the whole of the tumor without sacrificing 
healthy tissue. 


URINARY EXCRETION OF ACID MUCOPOLYSACCHARIDES BY PATIENTS WITH RHEU- 
MATOID ARTHRITIS. 
Di Ferrante, N. J. Clin. Investigation 34: 1516 (Oct.) 1957. 


No data have previously been available concerning the urinary excretion of acid muco- 
polysaccharides in rheumatoid arthritis. In a study of 8 patients with active untreated 
rheumatoid arthritis, the daily urinary excretion of acid mucopolysaccharides was higher 
than that found in normal persons, the difference being statistically significant. Treatment 
of 5 of the patients with sodium salicylate caused a statistically significant decrease in the 
excretion of these substances. It could not be stated whether or not this diminution was due 
to decreased synthesis. Paper chromatography and paper electrophoresis, and analytical 
and enzymatic data indicate that the acid mucopolysaccharides found in the urine of nor- 
mal subjects and in patients with rheumatoid arthritis are a mixture of chondroitin sulfate 
and hyaluronate. The mucopolysaccharide in the urine appears to be derived from a similar 
substance present in plasma. 
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CIRCULATION IN THE HANDS IN HYPERTENSION. 
Duff, R. 5. Brit. M./J. 2: 974 (Oct. 27) 1956. 


The levels of blood flow in the hands of 36 healthy subjects without evidence of cardio- 
yaseular disease and of 25 hypertensive subjects with pressures above 200/100 mm. Hg were 
measured by venous occlusion plethysmography under standard conditions. The hyper- 
tensive subjects included those with all grades of severity of hypertension but none with 
gross congestive heart failure or recognizable hormonal disturbances such as thyrotoxicosis, 
Cushing’s disease, or pheochromocytoma. In the healthy subjects, the blood flow varied 
from 2.7 to 22.2 ml. per 100 ml. hand volume per minute, with an average of 10.5 ml. In pa- 
tients with hypertension, the hand blood flow varied from case to case with an over-all 
range similar to that of the healthy subjects. However, the level of hand blood flow tended 
to be inversely related to the height of the diastolic arterial pressure. In patients with mild 
hypertension, the flow was usually higher than in the healthy subjects, whereas in those 
with progressive or malignant hypertension, the hand flow was much below normal. These 
results are interpreted to mean that increased peripheral resistance in hypertension is re- 
lated to a functional abnormality of the vessels themselves. This abnormality appears to 
be more important in the causation of hypertension than excessive activity of the vasomo- 
tor nerves. 


EXPERIENCE WITH THE ANTICOAGULANT, MARCUMAR. 
Ensor, R. E., and Peters, H. R. Ann. Int. Med. 47: 731 (Oct.) 1957. 


Marcumar (phenprocoumon), a long-acting anticoagulant, was studied in 1,568 hospital 
patients, as follows: acute myocardial infarction, 56; acute phlebitis, 24; postoperative 
prophylaxis, 397; postoperative prophylaxis in bowel, stomach, or gallbladder surgery, 91; 
post partum, 1,000. The initial dose of Marcumar in patients with myocardial infarction, 
whose prothrombin time was normal, was 30 mg. The second dose was not given until the 
third day. Patients showing hypercoagulability or resistance to therapy received 9 or 12 
mg. and all others in whom blood prothrombin levels approached normal received 3 mg. on 
the third day. The maintenance dosage varied from patient to patient but was between 3 
and 6 mg. every other day. Once a prothrombin level of thirty-two to thirty-four seconds 
(Quick method) had been attained, it frequently could be maintained without further ad- 
ministration of Marcumar for two to four days. Any patient with a high prothrombin time 
under forty-five seconds in the early stages of coronary thrombosis was observed carefully 
without the administration of vitamin K,. A slow fall usually occurred within four to five 
days. The presence of complicating disorders of the circulation, the kidneys, and the liver 
sometimes made it difficult to establish a stable prothrombin curve. In acute phlebitis, 
satisfactory prothrombin levels could be maintained with dosage management similar to 
that used in myocardial infarction. For postoperative prophylaxis, the initial dosage was 24 
mg. of Marcumar. In these patients, less drastic lowering of the prothrombin level proved 
adequate. Three cases of minimal hemorrhage necessitating discontinuation of the anticoag- 
ulant occurred in this group. Patients who had undergone surgical procedures on the bowel, 
stomach or gallbladder proved difficult to manage, but satisfactory prophylaxis could be 
maintained in 56 of 91 patients. No thromboembolism occurred among them during ther- 
apy. One case of moderate gastro-intestinal hemorrhage responded to blood transfusion and 
the intravenous administration of vitamin K,;. Marcumar was discontinued. The patient 
died ten days later and necropsy showed massive pulmonary embolism. In postoperative 
patients with Wangensteen suction, anticoagulant therapy was withheld until the tube had 
been removed in order to avoid causing a rise in the prothrombin time which was found to 
occur with even small doses of Marcumar. After removal of the tube, 3 to 6 mg. every other 
day usually attained a therapeutic prothrombin level. The prolonged action of Marcumar 
proved especially valuable in postpartum patients. Those with a normal prothrombin time 
received an initial dosage of 24 mg. Because of a hyper-response in hot weather, the dosage 
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of Marcumar was reduced, especially in postpartum patients. Patients with coronary throm. 
bosis or phlebitis receiving long-term anticoagulant therapy with Marcumar showed some 
fluctuation in prothrombin time but approximately two-thirds were adequately or ey. 
cellently controlled. These 161 patients treated on an outpatient basis received initially 1g 
mg. of Marcumar and a maintenance dosage of approximately 3 mg. daily. Compared jy 
long-term treatment of coronary artery disease with Dicumarol and Cumopyran in 2% 
patients, Marcumar usually produced more stable prothrombin levels. Larger percentages 
of patients showed an excellent or adequate response with the latter drug and fewer wer 
resistant to therapy. Marcumar also avoided the peak-and-valley type of curve obtained 
with Hedulin and Dipaxin. It is concluded that Marcumar is superior among long-acting 
anticoagulants. 


LONG-ACTING ESTROGENS IN AMENORRHEA AND MENOPAUSE. 
Gurtman, A. I.; Andrada, J. A.; Blatt, M. H. G.; Epstein, J. A., and Kupperman, 
H. S. Obst. & Gynec. 10: 261 (Sept.) 1957. 


Two long-acting estrogenic preparations, estradiol valerate and estradiol 17-cyelo- 
pentylpropionate, were evaluated in 83 patients with the menopausal syndrome and 27 with 
amenorrhea. The menopausal and amenorrhea indices of activity previously described were 
used to judge effectiveness. The 53 patients with spontaneous menopause were aged 32 to 
58 years. The 28 patients with a surgical menopause were aged 27 to 60 years. Estradiol 
valerate was administered intramuscularly in a dosage of 10 mg. every two weeks, and 
estradiol cyclopenty!propionate in a dosage of 5 mg. at the same interval. Each preparation 
adequately controlled menopausal symptoms in patients of all categories. The effect proved 
comparable to that of standard oral estrogenic preparations. By comparison, poor control 
was achieved with parenteral placebos. Equivalent activity was also established when these 
estrogens were evaluated according to the amenorrhea index. Estradiol valerate appeared 
to be slightly more effective in menopausal patients and estradiol cyclopentylpropionate in 
amenorrheic patients, but the differences were not significant. These preparations adminis- 
tered intramuscularly offer a convenient and effective mode of administration of estrogen 
in patients in whom oral estrogenic therapy may be difficult or undesirable. Their use re- 
leases the physician from dependence upon the patient to take daily oral medication. 


URINARY STRESS INCONTINENCE IN THE FEMALE, III. ROUND-LIGAMENT TECHNIC 
FOR RETROPUBIC SUSPENSION OF THE URETHRA. 
Hodgkinson, C. P., and Kelly, W. T. Obst. & Gynec. 10: 493 (Nov.) 1957. 


The two general principles necessary for cure through the use of gynecologic procedures 
devised to alleviate urinary stress incontinence are: 1) successful repair of the deficient 
sphincter mechanism, and 2) a shift of the internal urinary meatus to an area of lessened 
hydrostatic pressure. The various procedures that have been used for this purpose and their 
advantages and disadvantages are reviewed. A suprapubic method of supporting the ure- 
thra with a sling formed from the distal ends of the round ligaments was used by Solms in 
1919 but largely ignored thereafter. He intended to suspend the uterus but discovered that 
urinary stress incontinence was relieved by the procedure he used. Round ligaments were 
also used in 1952 by Kasdon to support the urethra following vaginal hysterectomy. De 
scribed here is a suprapubic procedure using round ligaments to support the urethra toa 
high retropubic level. The uterine ends of the round ligaments are used and an effort is 
made to release the bladder for free posterior extension. The technic resembles that of the 
Millin sling procedure but it has proved advantageous to use a combined vaginal and ab- 
dominal approach. Compared as to physical qualifications, round ligaments should be classi- 
fied as between anterior vaginal wall and rectus fascia. Also in comparison with the former, 
the ligaments have the advantage of maintaining relatively intact their normal blood and 
nerve supplies. They do not, however, provide broad uniform support, as does the anterior 
vaginal wall. They also have a tendency to promote the development of a transverse sub- 
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yrethral bur. Yet, the ligaments with their increased musculofascial bulk do not have the 
incisive influence of the avascular, ropelike strands of fascia used as a sling. Technically, 
the round ligament procedure is more involved than retropubic suspension of the urethra 
by the anterior vaginal wall technic. Thus far, the procedure has been successful in 9 of 12 
trials. The 3 patients in whom it failed had had a complete hysterectomy or a uterine sus- 
pension for twelve to twenty-two years. All 9 patients have remained free of symptoms of 
urinary stress incontinence. Pre- and postoperative radiograms, using the metallic bead 
chain technic, have shown salutary changes in urethrovesicopubic relations that are equal 
to those to be expected with the use of the anterior vaginal wall for elevation of the urethra. 


TOLBUTAMINE. A DOUBLE-BLIND STUDY OF ITS EFFECT IN DIABETES. 
Hurwitz, D., and McCuistion, A. C. New England J. Med. 257: 931 (Nov. 7) 
1957. 


The effect of tolbutamide, a compound with hypoglycemic action, was studied along with 
placebo medication by a double-blind technic in 32 diabetic patients of average age 62 
years. Both were administered in a dosage of 0.5 Gm. three times daily before meals. During 
the period of therapy, diets were maintained but the patients received no insulin. The 
placebo medication used was dicalcium phosphate. Tolbutamide produced good control in 
19 patients, moderate control in 10, and poor control in 3. In control judged as good, the 
blood sugar values ranged from 60 to 100 mg. per 100 ml., and the results of tests for sugar 
in the urine from 0 to +, and never more than ++. Comparable values for moderate con- 
trol were 150 to 200 mg. of sugar per 100 ml. of blood, and readings from 0 to +++ for 
sugar in the urine. A placebo effect was noted, in that good control was observed in 7 pa- 
tients, and moderate control in 13 while receiving placebo medication—a result that is 
thought worthy of emphasis. No side-effects that could be attributed to tolbutamide oc- 
curred. An episode of epigastric burning with eructation and nausea, which occurred in 1 
patient with a history of chronic duodenal ulcer, partially responded to antacid therapy. 
Hypoglycemia was not a problem in any of the patients. Only 2 patients received insulin 
immediately after the study period. One of these had been poorly controlled with tolbuta- 
mide. Tolbutamide is judged safe for administration to ambulatory patients if proper pre- 
cautions are taken and close observations made. These studies confirm the hypoglycemic 
action of tolbutamide but there is no way to predict which patients will benefit. 


CARCINOMA OF THE VULVA. 
Isaacs, J. H., and Topek, N. H. Am. J. Obst. & Gynec. 73: 1277 (June) 1957. 


Carcinoma of the vulva is a disease of older women. With the over-all increase in life 
expectancy, there has been a concomitant rise in the incidence of vulvar malignancy, 43.9 
per cent of our cases having been seen during the last five years. A critical survey of the 
symptomatology clearly indicates that it is a disease of slow development and that chronic 
irritative lesions of the vulva are predisposing factors. Such precancerous lesions must there- 
fore be excised. Cases of coexistent carcinoma and venereal granulomas generally have a 
better prognosis, since the accompanying inflammatory adenitis blocks the lymphatic path- 
ways, preventing metastases. When vulvectomy is performed for precancerous lesions, the 
specimen must be cut for multiple section study, as previously undetected malignancy may 
be found. If discovered, then bilateral groin dissection is essential. Radical surgery is the 
only means of increasing the five-year cure rate. The extent of the surgery will depend on 
the condition of the patient and the extent of the disease. A one-stage procedure is ideal, 
but the reported 12 per cent operative mortality suggests that two- or even three-stage 
operations may be best in poor-risk patients. The exenteration operation is not yet prac- 
tieal, since the mortality rates are alarmingly high. Our results parallel those reported 
by other clinics. The over-all salvage was 26 per cent, but in the last ten years the plan 
of therapy has been more definite and the patients so treated survived in 54.5 per cent 
of cases. (From authors’ summary and conclusions.) 
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DIE HERZWIRKUNG DES RESERPINS IN KLINIK UND EXPERIMENT (THE EFFECT op 
RESERPINE UPON THE HEART CLINICALLY AND EXPERIMENTALLY). 

Kohler, U. Aerztl. Forschg. 11: 1/150, 1957; through Ciba Literature Review 
2: 232, 1957. 


Serpasil therapy is indicated in certain heart diseases when it is desired to slow the heart 
rate—thus prolonging the diastole—without producing a positive inotropic effect. The 
primary indications are the types of tachycardia that impair cardiac function, especially 
those associated with mitral valvular defects (particularly stenosis) as well as some forms 
of hyperthyroid heart disorders and angina pectoris. Reserpine, however, does not render 
strophanthin and digitalis unnecessary. In animal experiments, the glycogen content of the 
heart muscle rises markedly following injections of Serpasil. This proves that the myocar. 
dium does in fact build up an anaerobic fund of energy during the prolonged diastole. This 
effect is not produced by vagal stimulation, because it is not suppressed by atropine. Ser- 
pasil largely prevents the abrupt fall in myocardial glycogen that is characteristic of adren- 
alin. This suggests that the alkaloid intervenes in myocardial metabolism, although the 
point at which it exerts its effect is not yet known. Hence, this observation also provides 
objective confirmation that Serpasil develops a protective action against adrenaline which 
plays an important part in the pathogenesis of hypoxic cardiac pain. 


VERHALTEN DER SERUMLIPOIDE BEI MYOKARDINFARKT (BEHAVIOR OF THE SERUM 
LIPOIDS IN MYOCARDIAL INFARCTION). 

Kutschera, W., and Rettenbacher, F. Wien. Klin. Wschnschr. 69: 259, 1957; 
through Ciba Literature Review 2: 230, 1957. 


Following myocardial infarction, fairly regular changes take place in the serum choles- 
terol level. A study of 82 cases yielded the following results: In patients with fresh myocar- 
dial infarction, the stress that has occurred is revealed by a fall in the blood cholesterol 
level. This is to be regarded as evidence that the organism’s powers of defense are working 
normally. A rise in the cholesterol concentration is prognostically unfavorable, except in 
cases in which myocardial infarction has been accompanied only by slight symptoms of 
shock and has thus involved no material stress. In most cases, the cholesterol level con- 
tinues to drop for the first few days, reaching its lowest value on about the tenth day follow- 
ing the infarction. Thereupon, the lipid curve rises again, attaining its highest point about 
four weeks after the infarction. It then drops again to its initial values. This peak forma- 
tion in the cholesterol curve should not simply be regarded as the result of an ‘‘overshoot- 
ing’’ counter-regulation. On the contrary, it is also caused by the removal of the fatty ne- 
crotic focus from the heart muscle, as can be shown by electrophoretic studies of the lipids. 


AETIOLOGY AND MANAGEMENT OF LESIONS OF THE FEET IN DIABETES. 
Oakley, W.; Catterall, R. C. F., and Mencer Martin, M. Brit. M.J. 2: 988 
(Oct. 27) 1956. 


A survey of 3,788 diabetic patients showed occlusive peripheral vascular disease affecting 
the lower extremities in 146 patients. Upon analysis, the latter disease was found twice as 
frequently in patients aged 70 years and over as in those aged 60 to 69 years. Males were 
affected more frequently than females, especially in the older age groups. The incidence of 
peripheral arterial disease was not related to the duration, severity, or control of the dia- 
betes. The importance of neuropathy alone and in association with ischemia as a factor it 
the production of localized ulceration and gangrene is pointed out. Lesions of the feet in 
diabetic patients are classified as: 1) septic, 2) neuropathic, 3) ischemic, and 4) combinations 
of these three. The treatment for septic lesions consists of rest, drainage, and the use of 
antibiotics. The use of appliances accelerates the development of neuropathic lesions. When 
deep perforating ulceration has occurred, surgery is essential, the objective being removal 
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of the underlying bony pressure point and securing skin cover without tension. When more 
than one ‘oe must be removed, amputation of all five leaves a more shapely foot with a 
better prospect of useful life. A ‘‘moccasin’’ prosthesis is used in the aftercare of such feet. 
(jeneralized ischemic lesions not associated with neuropathy are less common than gener- 
ally supposed. Such a lesion must be distinguished from a local ischemic lesion in a diabetic 
foot with neuropathic lesions. The two primary manifestations of ischemia in diabetic feet 
are pain and gangrene. Pain may be associated with gangrene, or it may occur independently 
as the painful ischemic foot. Vasodilator drugs are ineffective in the treatment of ischemic 
lesions. Sympathectomy may sometimes relieve pain, but the only reliable method of treat- 
ment is amputation. It is wise to remove a single gangrenous toes by disarticulation. The 
wound is left open and allowed to granulate, a primary suture being undertaken only if 
bleeding at operation indicates the presence of a good blood supply and if the skin edges 
ean be brought together without tension. In the case of ischemic lesions over the heads of 
the fifth metatarsal, it is important to distinguish between ischemic and neuropathic ulcera- 
tion. In the latter, the blood supply may be good enough to permit the area to be covered 
by askin graft. The area of the big toe can usually be covered by a skin flap. When more 
than one toe is involved, it is best to amputate all five. When gangrene extends beyond the 
toes onto the dorsum of the foot, amputation of the leg is the only reliable method of treat- 
ment. A below-the-knee technic is used. The coincidence of sepsis, neuropathy, and ische- 
mia presents a desperate problem. The treatment of an abscess from these causes requires 
radical incisions arranged to divert the gravitational flow in the foot of the patient on to 
the skin of the sole. Enough bone must be removed to allow the edges of the wound to fall 
together without tension. As granulation rarely occurs in dead spaces, the only hope of 
preserving the foot lies in obtaining early healing of the skin with a minimum of raw area. 
In the absence of evidence of healing within ten days, a below-the-knee amputation should 
be performed. Signs of sepsis in an ischemic toe are an indication for local disarticulation. 
A suspension apparatus is described for use in patients confined to bed with any of these 
lesions of the feet. It is designed to protect the heels from blistering, ulceration, and gan- 
grene. The close relation between age and the incidence of lesions of the foot in the diabetic 
patient, and the absence of any such relation between duration and severity of diabetes, 
casts doubt upon the view that diabetes is a common cause of occlusive peripheral arterial 
disease. The high incidence of neuropathy apparently explains in part why lesions of the 
feet are more common in diabetic patients than in nondiabetic subjects of comparable age. 
The susceptibility of the poorly controlled diabetic patient to staphylcoccal sepsis may also 
be important in this connection. 


FAT INGESTION, BLOOD COAGULATION AND ATHEROSCLEROSIS. 
O’Brien, J. R. Am. J. M. Sc. 234: 373 (Oct.) 1957. 


This review considers changes in the blood after a fatty meal and discusses the possi- 
bility that they may be causally related to atherosclerosis. Evidence to date establishes 
reasonably well that a connection exists between long-term fat consumption and the inci- 
dence of atherosclerosis, but many other etiologic factors play a part. Evidence is cited that 
some saturated fats eaten for a long time produce an elevation of some plasma lipids, 
whereas other unsaturated fats do not. Cited also are changes that occur in the biochem- 
ical and physical properties of the blood following a single fatty meal, in some in vitro 
coagulation tests, in the fibrinolytic system, and in the heparin clearing factor system. 
The interrelations of these systems and the complement system, and the part played in 
each by phospholipids and lipoproteins, will be a part of future research in the causation of 
itherosclerosis. The present position with regard to the ingestion of fat and the production 
of atherosclerosis is presented diagramatically, the diagram indicating a causal relationship 
between ingested fat and increased coagulability and decreased fibrinolysis and the theoret- 
ical possibility that these lead to atherosclerosis and thrombosis. Also diagrammed is a 
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probable association among ingested fat, unknown factors, and atherosclerosis and throm. 
bosis. 


THE EFFECT OF X-RAY THERAPY ON GASTRIC ACIDITY AND ON 17-HYDROXYcorr,. 
COID AND UROPEPSIN EXCRETION. 


Riper, J. A.; Moeller, H. C.; Althausen, T. L., and Sheline, G. E. Ann. Inj 
Med. 47: 651 (Oct.) 1957. 


An investigation was undertaken of the effects of roentgen-ray therapy upon gastriy 
secretion and with the hope of discovering the relations among gastric acidity, uropepsiy 
excretion, and 17-hydroxycorticoid excretion. A persistent fall in gastric acidity occurne) 
after roentgen-ray therapy for peptic ulcer in all of 14 patients, the maximum fall in fre: 
hydrochloric acid occurring three to sixteen weeks after treatment. In 4 of 7 patients fg. 
lowed for thirty-six to fifty-two weeks, the gastric acidity did not return to pretreatmen 
levels. Healing of the ulcer occurred in 12 of the 14 patients. In every instance, uropepsiy 
excretion rose during or immediately after roentgen-ray therapy. Subsequently, it é. 
creased approximately to control levels, but the decline was much slower than the fall jy 
gastric acidity. The rise in uropepsin excretion was greater in patients in whom the seer. 
tion of hydrochloric acid was greatly reduced. These observations on uropepsin excretion 
suggest that radiation causes an alteration in the function or the permeability of the chie 
cells, which leads to a change in the direction of diffusion of pepsinogen in favor of the blood 
stream. All patients showed a rise in 17-hydroxycorticoid excretion, which occurred from 
one to eleven weeks after therapy was completed. In the majority, the excretion level then 
fell to near control values, but a few patients continued to show a persistent elevation. This 
effect appeared to resemble a general stress phenomenon. Four case reports show charac. 
teristic responses in patients. An early marked rise in uropepsin, followed by a marked fall 
in gastric acidity, seems to permit making an early prediction as to which patients wil 
respond well to roentgen-ray therapy. 


UEBER EINE NEUE BEHANDLUNGSART BEI HERZKLAPPENFEHLERN UND ANDEREX 
CHRONISCHEN HERZSCHADEN MIT RESERPIN (A NEW METHOD FOR HANDLING 
CARDIAC VALVULAR DEFECTS AND OTHER CHRONIC HEART DAMAGE WITH RE 
SERPINE). 

Schumann, U. Therap. Woche 7: 137, 1957; through Ciba Literature Review 
2: 233, 1957. 


A “therapeutic’’ bradycardia is beneficial in cases of chronic heart damage: the ratio 
between diastole and systole is shifted in favor of the diastole and a larger amount of bloo 
is allowed to flow into the ventricles. This is advantageous in mitral stenosis and also in 
mitral insufficiency, for the systolic back-flow of blood is relatively reduced. Even when 
there is no valvular defect, the damaged heart works particularly economically providel 
it is well filled with blood, since the myocardial fibers contract more powerfully when the 
volume of blood is larger. Reserpine has the advantage of producing a sustained bradycardia 
without imposing too great a strain on the heart muscle. Schumann administered Serpasi 
to more than 200 cardiac patients. The initial dose of 0.25 mg. five or six times daily (usually 
by mouth) can be reduced as soon as a bradycardiac effect has commenced. The respons 
was particularly good and rapid in cases of mitral defects. Patients who had had an infare 
tion showed less tendency to attacks of angina pectoris. Auricular flutter was eliminated by 
using Serpasil alone or by combining it with small doses of quinidine. In cases of active 
endocarditis with cardiac defects, additional or exclusive treatment with Ultracorted 
(prednisone), or the like, frequently produced rapid and astonishing improvement. 
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ZUR THERAPIE DES FRISCHEN MYOKARDINFARKTES (THE THERAPY OF FRESH 
MYOCARDIAL INFARCTION). 


Siebner, H. Miinchen. med. Wehnschr. 99: 515, 1957; through Ciba Literature 
Review 2: 231, 1957. 


In the opinion of Siebner, the use of cardiac glycosides is contraindicated for five to six 
weeks in cases of fresh myocardial infarction. He bases this conclusion upon his own experi- 
ence—whereas in past years when strophanthin was used in doses no greater than 1¢ mg. 
daily, 10 of 14 patients died, the mortality today among equally severe cases not treated 
with strophanthin is only about 10 per cent. Treatment has otherwise been the same in 
both groups, except that recently anticoagulants have been given in addition. In cases of 
myocardial infarction, the best results were obtained by immobilizing the patient immedi- 
ately and controlling pain with the aid of Cliradon or similar preparations. In addition, 
oxygen was administered constantly, and Coramine in doses adapted to the severity of the 
fall in blood pressure. This method is also usually successful when decompensation is 
threatened or has already commenced. It is also advisable to use anticoagulants and spas- 
molytics. Only after six weeks of absolute bed rest should the patient gradually be allowed 
to get up. He may then be given a mild cardiotonic, such as preparations of Convallaria, 
scilla, or Digitalis lanata. In many instances, even patients who had had several infarctions 
could be kept alive by this method of treatment. (Note: Cliradon is 1-methyl-4-(n-hydroxy- 
phenyl) -4-piperidyl-ethylketone hydrochloride.) 


BEITRAG ZUR ORALEN BEHANDLUNG VON HAUTKRANKHEITEN MIT CORTISON 
BZW. PREDNISON (CONTRIBUTION TO THE ORAL MANAGEMENT OF DISEASES OF 
THE SKIN WITH CORTISONE OR PREDNISONE). 

Stuhlert, H. Dermat. Wehnschr. 135: 289, 1957; through Ciba Literature Re- 
view 2: 249, 1957. 


Clinical trials have shown that small oral doses of cortisone or prednisone are successful 
in various skin diseases. Stuhlert obtained good results in 2 cases each of dermatitis due to 
Salvarsan and toxicoderma. The response elicited in 1 case of severe panvasculitis allergica 
cutis and multiple skin gangrene (resulting from drug dermatosis), as well as in another 
of bromoderma tuberosum, is worthy of special attention, for the corticosteroids were not 
previously known to exert a beneficial effect in these indications. The panvasculitis re- 
sponded promptly and well to daily oral administration of 75 mg. of cortisone. The hormone 
may well be said to have a life-maintaining effect. The female patient with bromoderma 
received prednisone, the total dosage being 125 mg. administered over several days. A 
strikingly good response was also elicited with corticosteroids in a large number of severe 
eases of allergic and toxic dermatitis, as well as in some cases of generalized, late exudative 
eczema. The corticosteroids make it possible to speed recovery in a manner that can scarcely 
be equalled by other drugs. With the small doses which Stuhlert is accustomed to prescribe, 
there is no danger of side-effects, even when the hormone is used to treat ambulatory pa- 
tients. 


CANCER OF THE UTERINE CERVIX. A PREVENTABLE DISEASE. 
Younge, P. A. Obst. & Gynec. 10: 469 (Nov.) 1957. 


Invasive cancer of the uterine cervix is a preventable disease because most of the etio- 
logic factors can be removed or corrected by better genital hygiene and by treating predis- 
posing cervical abnormalities. Carcinoma in situ may exist for a long while before it becomes 
an invasive cancer. The average age of patients with carcinoma in situ is approximately 
38 years, whereas the age of those with invasive cancer is about 50 years. Among etiologic 
factors are early marriage, early childbearing, and abnormalities of the cervix, congenital 
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or acquired, which are present in over 90 per cent of cases of carcinoma in situ. These ab. 
normalities consist of erosion, eversion, ectropion, and laceration and are correctable by 
cauterization. Prophylaxis should include a knowledge of good genital hygiene and the 
circumcision of male infants. Congenital erosions should be corrected by cauterization 
preferably before marriage. Women with acquired abnormalities of the cervix as a result of 
childbirth are the most likely potential victims of cervical cancer. Postpartum correction 
of cervical abnormalities is an important area of prevention. The prevention of cancer of 
the cervix is sometimes hindered by a lack of appreciation of the correct definition of a nor. 
mal cervix, which is one covered entirely with squamous epithelium of normal color distg] 
to the beginning of a cervical canal of normal diameter. In addition, the squamous epithe. 
lium should stain a dark brown after cleansing and the application of Gram’s iodine soly- 
tion. A negative vaginal smear does not rule out cancer. Reliance upon such a result in the 
presence of gross abnormalities of the cervix is to be deplored. When cervical cancer pro- 
duces symptoms, it is no longer an early lesion. Therefore, the physician must look for it 
before symptoms appear and suspect it in every case of an abnormal cervix. Present methods 
of detection are adequate, and detection can be accomplished by mass screening and careful 
evaluation of patients. The correlation of cytologic and tissue studies with the Schiller 
test shows that the latter has a high alerting value. The technic for this test is outlined, 
It furnishes a practical method of finding most early cancers of the cervix, especially when 
routine biopsy or cytologic technics are not available. A lengthy appendix gives a key to 
the epithelia of cervices showing various normal and pathologic conditions as revealed by 
the Schiller test. 





NEWS AND NOTICES 


WASHINGTON UNIVERSITY COURSE IN GERIATRIC MEDICINE 


The Washington University School of Medicine, Division of Gerontology, 
will conduct a postgraduate course in Geriatric Medicine with special emphasis 
on heart disease and the psychosocial problems of later life, to be held at the 
University, Euclid Avenue and Kingshighway, Saint Louis, Missouri, Saturday, 
May 24 and Sunday, May 25, 1958. 

Outstanding speakers from the St. Louis area and authorities from other uni- 
versities will compose the faculty. Clinical application of the basic principles 
of disease in later life will be stressed. 

There will be no registration fee. 

Category I credit will be granted to members of the American Academy of 
General Practice. 

For further information, please write John C. Herweg, M.D., Assistant Dean, 
Postgraduate Education. 





